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I Certtfv TwAT On ^ 

This Pafba is Being TrfANSMiTTED Via Facsimile To: 
571-273-7755 TO MARY C TSLU MAIL STOP HaTCh-WaXMaN 
PTE, 600 DULANITY STRPFT. MDW 7r)55» ALEXANDRIA, VA 
22313. 

ReneeA,Wolff 


\ 


\ 


COMMUNICATION TO RE-SUBMIT RESPONSE TO NOTICE OF BVFORMALrTIES 

Applicant's representative contacted Mary C. Till, Legal Advisor iii the Office of Patent 
Legal Administration, by phone on September 17, 2007 regarding a Response to Notice of 
Informalities and Supplemental Application for Extension of Patent Temi Pursuant to 35 USC 
156 that was returned by First Class Mail, stamped 'Torwarding Order Expired'-relatmg to the 
above referenced application. Mary Till indicated that in fact the correspondence address listed 
on the Notice of Informalities dated July 10, 2007 was incorrect. Ms. TiU therefore requested re- 
submission of the Response to Notice of Informalities via fecsiroile to 571:273-7755. 
Accordingly, enclosed is a copy of the previously filed Response to Notice of Infbrmalities and 
Supplemental Application for Extension of Patent Tenn Pursuant to 35 USC, 156. This Response 
to Notice of Informalities and Supplemmtal Application for Extension of Patent Tepn Pursuant 
to 35 use 1 56 was timely filed on September 6, 2007 as evidenced by the Certificate of Mailing 
dated September 6. 2007, and the date stamped envelope (copy attached herewith). 
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Because the Response to Notice of Infonnalities and Supplemental Application for 
Extension of Patent Term Pursuant to 35 USC 156 were timely submitted on September 6, 2007 
\^ to the address listed on the Notice of Infomialities, it is respectfully submitted that no fee is due. 
If any fee is reqtiired, please charge our Deposit Account No. 50- 1 775 and notify us of the same. 


Respectfully Submitted, 


Dated: 



\ Phone: 651-275-9807 

Facsimile: 651-351-2954 

38570 
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Unitep States Patent and Tradem AJiiK fhce - • '/ ' ' \ 

_Qommissjoner for Patents 

. UnitBcf Stales Patent and Trademark Office 

• • " P.O. Boxt4«) 

Alexandria, VA 223i3-i450 

JUL 1 0 2007 ^,u^it..^ 

Amy J. Hoffman In Re: Patent Term Extension 
KAGAN BINDER, PLLC Application for 

221 Main Street North, Suite 200 U.S: Patent No, 5,571 ,1 82 

Stillwater, MN 55082 Filed: December 20, 2006 

NOTICE OF INFORMALITIES 

The above-identified application for patent term extension is considered informal because tlie 
application does not comply with certain pnmsiofrtHjf 37 C.F.R. 1.740. 

The following requirements have not been complied with; 

(1 ) 37 C.F.R. 1 .740(a)(1) requires a complete identification of the approved product as by 
appropriate chemical and generic name, physical structure or characteristics. 

Here, Applicant has not identified the product other than to state thai the approved 
product IS an Injectable Urethral Bulkmg Agent known as Macroplastique® Implants. 

(2) 37 C.F.R, L740(a)(6) requires a complete identification of the patent for which an 
extension is being sought by the name of the inventor, the patent number, the date of 
issue, and the date of expiration, 


\ 


Here, iliere is no identification of the correct issue date. 

(3) 37 C.F.R. 1 .740(a)(6) requires a copy of any disclaimer, certificate of correction, 
receipt of maintenance fee payment or reexamination certificate issued in the patent 

Here there is no copy of the terminal disclaimer filed in the prosecution of U.S. Patent 
^ ^No. 5,571.182, which disclaims over U.S. Patent No. 5,258,028., . ^.s 

(4) 37 CF.R. 1 .740(a)(13) requires a statement that applicant acknowledges a duty to 
disclose to the Director of^ the United States Patent and Trademark Office and the 
Secretary of Health and Human Semces or the Secretary of Agriculture any 
information which is material to the determination of entitlement to the extension 

\ ' • sought. 

Although Applicant have made a statement acknowledging their duty of disclosure. 
Applicants nave not disclosed the second patent term extension application filing for 
the same product, Macroplastique® Implants, which was filed in U.S. Patent No. - • - 
--5,571,182. M i-i- 

Applicant has TWO MONTHS from the date of this letter in order to file a .complete 

application. Extensions of time under 37 CFR 1 . 136 are available. Failure to respond vnll result 
in the application for patent term extension being processed as an informal application. 

. Alternatively, applicant may have the holding ofinformality reviewed as set forth in 37 CFR 

\ 1.740(c). 

Any correspondence from applicant with respect to this matter should be addressed as follows: 

Docketed Kagan Binder # 

ActiorrPTg: ^maikh^ ^Pn^^ 
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U.S. Patent No. 5,571,182 ' 2 

By mail: ' Commissioner for Patents 

Mail Stop Hatch- Waxman PTE 
Washington, D.C. 20231 

By FAX: (571)273-0100 , . 

Atto: Office of Patent Legal Administration 

Telephone inquiries related to this notice should be directed to the undersigned at (571) 272- / 
35. 


775 

Ci\/(J 


J 


legal Advisor 

Office of Patent Legal Administration 

Office ofthe Deputy Commissioner ' 
for Patent Examinaiion Policy 

cc: Office of Regulatory Policy Re: Macroplastiqtie® Implants 

HFD-7 

5600 Fishers Lane (Rockwall 11 Rm 1 101) 
Rockville,MD 20857 

Ann: Beverly Friedman 



\ 
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PATENT 

IN The United States Patent and trademark Office 


Applicant: Robert E. Ersek et al. 

Patent No.: 5,571,182 

Issued: November 5, 1996 

For: TEXTURED MICRO 

IMPLANTS 


Commissioner for Patents 
Mail Stop Hatch-Waxman PTE 
Washington, D.C. 20231 


In Re: Patent Term Extension 

Application 

Filed: December 20, 2006 

Attorney Docket No.: UPL0004/US/4 

PAPER IS BEING DEPOSTThA WITH THE U3. POSTAL SERVICE AS FIRST 
CLASS MAIL IN AN ENVELOPE ADDRESSED: MAIL STOP HATCH- 


WAXMA] 



RESPONSE TO NOTICE OF INFORMALITIES 

Dear Sir; 

The following remarks are submitted in response to the Legal Advisor's Notice of 
Informalities mailed July 1 0, 2007, The time period for response is set to e?cpire on 
September 10, 2007. Accordingly, it is respectfidly submitted that this response is timely 
filed. No fee is believed to be necessary to file this paper. Please charge any. 
underpayment to Kagan Binder Deposit Account No. 50-1775 and notify us of the same, ^ 

It was stated that the application for patent term extension is considered informal as 
the application does not comply with certain provisions of 37 CFRL740, 


\ 
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REMARKS 

Applicant's attorney thanks the Legal Advisor for the time taken to answer 
Applicant's questions during telephone calls and for her diligence in locating Applicant's 
third copending application for patent tenn extension. 

A Supplemental Application for Extension of Patent Term Pursxiaiit to 35 USC 156 
is submitted herewith in response to the Legal Advisor's Notice of Informalities dated 
July 10, 2007. Applicants direct the Legal Advisor's attention to the following four 
locations in the Supplemental Application in response to the Legal Advisor noting that four 
requirements of 37CER L74 were not met: 

Firsts 37CFR 1.74(a)(1) requires a complete identification of the approved product as 
^ by ^propriate chemical and generic name, physical stmcture or characteristics; In response 
to the first infomiality regarding providing the complete identification of the approved 
product. Applicant provides in the application on pages 1 to 2, the following description: 
^'Macroplastique® is a pemianently implanted, non-pyrogenic, injectable bxiUdng agent 
composed of polydimethylsiloxane (silicone elastomer) particles suspended in a 
polyvinylpyuolidone (PVP) carrier gel. Macroplastique is supplied sterile in a pre-filled, 3 cc 
\ syringe^ containing ^proximately 2.5 ml of product. Sterilization is by gamma irradiation^ 
Injection of Macroplastique is accomplished usmg the Uroplasty Administration Device (a 
mannal device used to &cilitate depressing the syringe plunger) and the Uroplasty Rigid 
Endoscopic Needle (both sold separately). Following injection into the tissue, the PVPcairier 
gel dissipates, leaving behind the silicone elastomer particles. The injection of 
Macroplastique creates increased tissue bulk, resulting in reduced uiinaiy incontinence." 
\ Second, 37 CFR 1 .740(a)(6) requires a complete identification of the patent for which 

an extension is being sought by the name of the inventor, the patent number, the date of issue, 
and the date of expiration. Applicant provides on page 1 in the application, the following . . 
identification: '^Letters Patent of the United States Number 5,571,182, issued on November 5, 
1996, granted to inventors Robert A. Ersek, Arthur A. Beisang, HI, and Arthur A. Beisang, 
expiring on November 2, 2010. . . 

\ Third, 37 CFR 1 .740(a)(6) requires a copy of any disclaimer, certificate of correction, 

receipt of maintenance fee payment or reexamination certificate issued in the patent 
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\ 


Applicants direct the l^egal Advisor's attention to page 2, item 4 where the terminal 
disclaimer is identified and to Exhibit I, which is a copy of the tenninal disclaimer. 

Fourth, 37 CFR 1.740(a)(13) requires a statement that applicarit^acknowledges a duty 
to disclose to the Director of the United States Patent and Tradesnark Office and the Secretary 
of Health and Human Services or the Secretary of Agriculture any information which is 
material to the determination of entitlement to the extension sought Applicants direct the 
Legal Advisor's attention to page 2, item S wherein Applicants disclose th& copendency of 
two other patent term extensions for the Macroplastique® Implants product 
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Rehouse to Notice of Liformalittes 

U.S. Patent Tenn Extension Application for U.S. Patent No. 5,571,182 
Page 4 of 4 


CONCLUSION 


In light of the foregoing remarks, it is respectfully submitted ^t the qjpUeation &>r 
patent tenn extension is now compliant with the requirements of 37 GFR 1 .740. It is also 
respectfully submitted Aat the present ^plication is now in condition for allowance. The 
prompt issuance of a notice to that effect is lespectfiilly solicited. If the Legal Advisor 
believes that a phone conference could resolve any remaining issues in tiie application, ttie 
\ Le^ Advisor is invited to call the undersigned attorney at the number listed below. 


By: 



AmyJ.H^fB! 
Cxistomer NumbCT33072 
Phone: 651-275-9807 
FacsimUe: 6S1-351-2954 



now. 


I ■ 


\ 


\ 


PA6E10/62*RCVDAT9/18I2007 12:03:24 PM [Eastern DayOghtTifne]'SVR:USPTO{FX^^^^ 


SEP-18-07 09:52AH FROM-Kagan Binder, PLLC 


651 351 2954 T-917 P.01 1/062 F-967 


PATENT 

In The United States Patent And trademark Office 


Commissioner for Patents 
Mail Stop Hatch-Waxman PTE 
Washington, D.C. 20231 


Applicant: 

Robert A. Ei^ek et al. 

Attorney Docket No* 

UPL0004/US/4 

Patent No.: 

5,571,182 



Issued: 

Novembers, 1996 



For: 

TEXTURED MICRO 
IMPLANTS 




\ 


I HEUfiftV CflftTfPV THAT O N SBPTRMBER 6. 2007. THIS 
GOKRESP0NP7NCE tS BEINO DEPOSUEO WITH THE U.S. POSTAL; 
SfiRVlCfi AS FIRST CLASS Mail in an ENmOPP APDgESSEDTO 
COMMISSIOKmi ¥OSi PATfiNTS» KlAlL STOP HATCH-WAXMAN PTE. 
/WASHINGTON, DC 20231. 

^ RENeSA. WOLFF ^ 


SUPPLEMENTAL APPLICATION FOR EXTENSION OF 
PATENT TERM PURSUANT TO 35 USC 156 

Dear Sir, 

Applicant, Uroplasty, Inc., located at 5420 Feltl Road Minnetonka, MN 55343 
(*TJroplasty"), represents that it is the assignee of flie entire interest in and to Letters 
Patent of the United States Number 5,571,182, issued on November 5, 1996. granted to 
inventors Robert A. Ersek, Arthur A. Beisang and Arthur A. Beisang, expiring on 
November 2, 2010, by virtue of an assignment of such patent to Uroplasty recorded April 
8, 1996 at Reel 7892, Frame 0124. The patent and its claims are directed to Textured . 
Micro Implants fbnning the subject of regulatory review by the United States Food and 
Drug Administration. 

On October 30, 2006, Uroplasty received permission for commercial marketing 
pxnsuant to Section 515 of the Federal Food, Drug and Cosmetic Act for its Injectable 
Urethral BuUdng Agent commercially known as Macroplastique® Implants. 
Macroplastique® is a permanently implanted, non-pyrpgenic, injectable bulking agent 
cojoposed of polydimethylsiloxane (silicone elastomer) particles suspended in a 
polyvinylpyrrolidone (PVP) carrier gel. Macroplastique® is supplied sterile in a pre- 
filled, 3 cc syringe, containing {^proximately 2.5 ml of product Inasmuch as the subject 
matter of the patent is directed to the approved bulking agent and since the patent issued 
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U.S. Patent No.: 5,571.182 
Page 2 of 9 

before the regulatory review period concluded, including the clinical trials* the present 
Application for Extension is deemed appropriate. 

Applicant hereby submits this application for extension of patent term under 35 
use 156 by providing the following information as required by 37 CFR 1 .740: 
(1) . This applicationforpatentterm extension ofUSPatentNumber5,571,182issued 
on November 5, 1996, to Robert A. Ersek, Arthur A. Beisang, HI and Arthur A* Beisang> 
normally expiring on November 2, 2010 is timely filed within the sixty day period for 
submission pursuant to § 1 .720(f) as it is being filed within the time period ending 
December 28, 2006 which is the last day on which this ^plication could be submitted. 

(3) A copy of US Patent Number 5,571 ,1 82 is attached hereto as Exhibit A along 
with a maintenance fee statement (Exhibit B) establishing the status as being current. 

(4) A terminal disclaimer (Exhibit I) was issued with respect to US Patent Number . . 
5,571,182 stating that the term shall not extend beyond the expiration of US Patent 
Number 5,258,028. US Patent Number 5,571,182 has not previously been extended. 

(5) Applicants hereby disclose two other patent term extension^ have been filed for 
the same product. Macroplastique® Implants, which are copending and were filed for 
U.S>atentNos. 5,258,028 and 5,336,263. 

(6) A claim chart attached hereto as Exhibit C showing each applicable patent claim 
demonstrating how the claims read on the approved product is also enclosed. 

\ 


(continued on next page) 
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(6) The relevant dates and infoimation pursuant to 35 USC 1 56 to enable the 
Secretary of Health and Human Services to determine the length for the applicable 
regulatory review period are as follows: 

(a) Testing Phase: Ihvestigfti^'^^al nevjce ExemptioTi nPE'*) Activity: 

(1) June 30, 1999 the initial IDE #G990150/S1 submission occurred, 
with the submission being in a form outlining undertakings and conclusions to 
dale. This IDE was submitted pursuant to 21 CFR Part 812. Copies of the initial 
cover letter and table of contents of the submission documents are attached as 
Exhibit D. 

(2) July 30, 1999 - the FDA conditionally approves the DDE, 

(3) August 24, 1 999 - Applicant files IDE Supplement addressing 
requests of conditional approval. 

(4) September 16, 1999 - FDA approves IDE attached as Exhibit E. 

(b) Approval Phase: Premarke t Approval rTMA*^ Activity: 

(1) Deoember2l, 2004 the original PMA submission occurred for 
Macroplastique® Implants. The PMA cover letter and 
accompanying table of contents is attached as Exhibit F. , 

(2) February 9, 2005 Site Update was submitted and the cover letter 
for such update is attached as Exhibit G- ^^^^ 

(3) March 16, 2005 PMA Amendment submitted. 
\ (4) August 28, 2006 PMA Amendment, 

(5) October 30, 2006 PMA Approved and is, attached as Exhibit H, 

(7) It is the opinion of applicant that US Patent Number 5.571,182 under 
consideration here is eligible for an extension period of 1,640 days (until Apiil 30, 

\, 2015), this being the maximum period allowed pursuant to the provisions of 37 CER, 

1 .777(d) (1) through (d) (6). This extension period is determined on the following^basis: 


3 
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THE EXTENSION PERIOD FOR U-S- 571,182 IS DETERMINED AS FOLLOWS: 

The following refers to provision of 37 CFR 1.777: 

c) The length of the regulatory review period for the product is the sum of: 

(1) The number of days in the period be^bming on the date a clinical 
investigation on humans involving the device was begun and 
ending on the date an application was initially submitted with 
respect to the device under section SIS of the Federal Food, Drug, 
and Cosmetic Act: 

September 16» 1999 (IDE Approval - date an exemption 
under §520(g) of Federal Food, Drug and Cosmetic Act 
first became effective) through submission of PMA on 
December 21. 2004 = 1924 days 

(2) Number of days beginning on the date the application was 
submitted nnder section 515 and ending on the date such ; 
i^iplication was approved: 

(i) December 21, 2004 through October 30, 2006 = 678 days 
(approval phase); 

(ii) the regulatory review period is considered to be 1,924 days 
\ plus 678 days = 2,602. 

d) The term ofthe patent term extension is deterniined by:. 

( 1 ) Subtracting the number of days from the regulatory review period 
as follows: 

(i) The number of days in the periods of paragr^hs (c)(1) and 
(c)(2) of before the date on which the patent issued = zero days; 
\ (ii) The number of days in the periods of paragnqphs (c)(1) and 

(c)(2) of this section during which it is determined under 35 U.S.C, 
l56(d^(2^(B'^ by the Secretary that applicant did not act with due 
diligence = this number is considened to be zero days; , 

(iii) One-half the number of days remaining in the period 
defined by paragraph (c)(1) of this section after^ that period is 

\ 
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reduced in accordance with paragraphs (d)(l)(i) and (ii) of this 
section = 1924 days divided by 2 = 962 plus approval phase of 678 
= 1640 days; 

(2) Adding the number of days determined in paragraph (d)(1) to tiae 
original term of the patent as shortened by any^ terminal disclaimer 
(normal date of patent expiration) plus 1640 days » April 30, 2015; 

(3) By adding 14 years to the date of approval of the application under 
section 515 of the Federal Food, Drug, and Cosmetic Act or the date a 
product development protocol was declared completed under section 
515(f)(6) of the Act = October 30, 2020 

(4) By comparing the dates for the ends of the periods obtained 
pursuant to paragraphs (d)(2) and (d)(3) of this section with each other and 
selecting the earlier date = April 30, 2015. 

(5) The original patent was issued after September 24, 1984, 

(i) by adding 5 years to the original ^piration date of 
the patent or earlier date set by terminal disclaimer = 
November 2, 2015; and 

(ii) By comparing the dates obtained pursuant to paragr^hs 
(d)(4) and (d)(5)(i) of this section with each other and selecting the 
earlier date =i^ril 30, 2015, - ^ », 


(continued on next page) 
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U.S. Patent No.: 5,571,182 
Page 6 of 9 


DUE DILIGENCE 


Puisuant to the provisions of 37 CFR L777(d) (1) (ii), the Secretary of Health and 
Human Services may subtract a number of days fiom the regulatory review period during 
which the applicant did not act with due diligence. In this connection, it is ;^]plicant's 
established policy to exercise diligence in connection with those matters relating to the 
regulatory review of devices under the subject patent. The factual bases supporting 
exercise of this policy are as follows: 

(1) Applicant's organization has an employee whose sole responsibility is the 
handling of regulatory affairs* This person is Michael Morrell» Director of 
Regulatory Affairs, an individual with 10 years of experience in FDA matters; 

(2) The device which underwent regulatory review was and is the sole product 
\ of ^licant's organization undergoing FDA §515 approval, and hence Mr, 

Monrell was able to devote full attention to matters involved in the regulatory 
review, and such matters were always handled with dispatch; and 

(3) Applicant is unaware of any circumstance during the regulatory review 
period when it did not act with due diligence. 


(continued on next page) 
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(8) Marketing Applicant, Uroplasty, undertook significant activities before and 
\ during the regulatory review period with respect to the Macroplastique® Implants. 
Throughout the approval period, Uroplasty was marketing and selling the 
Macroplastique® product throughout the world- The activities and dates on which they 
occuired are summarized below: 

(a) Clinical subjects were enrolled in a study beginning April 1991 at the 
Departments of Urology at Nottingham City Hospital and Mansfield 
Kingsmill Hospital in the United Kingdom. A paper was published in 
1996 entitled, 'Teri-Urethral Silicone Microimplants (Macroplastique®) 
for the Treatment of Genuine Stress Incontinence" by Haniss 
lacovou, J.W., Lember R-J, in the British Joumal of Urology 1996. 787: 
722-728. 

(b) November 1992 Uroplasty introduced the Macroplastique® Implants 

^ product to the market in Europe and it has been sold continuously to date, 

(c) Applicants sought CE Mark approval in Europe. On June, 4, 1996 CE 
mark approval was received. . 

(d) In Jwe of 1 998 Uroplasty introduced the Macroplastique® Implants 
product to the market in Canada and it has been sold continuously to date. 

(e) Preclinical Pre-IDE was submitted to the FDA on August 20, 1998, 

(f) Canadian regulatory approval referred to as a license was received on 
November 19, 1998. - . ^ ^ ; 

--(g) Clinical Pre-IDE was submitted to the FDA on January 28, 1?^ 

(h) IDE was submitted to the FDA on June 30, 1999 , 

(i) Unconditional IDE approval was received on September 16, 1999, 
\ (i) Site waiver letter was submitted by Applicant on January 28, 2O0O 

(k) On May 31, 2000 an IDE Supplement was submitted by Applicant to 
modify study criteria ' r 

" ' (1) On June 1 6, 2000 the IDE Su^iplement was approved by the FDA. 

(m) December 20, 200 1 another IDE Supplement was submitted by Applicant 
to increase the number of sites. 
\ (n) January 17, 2002 -IDE Supplement ^proved 
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(o) Site waiver letters were submitted on January 29, 2002 and January 30, 
2003. 

(p) December 21, 2004 Uroplasty submitted PMA 
(o) On March 25, 2005 a deficiency letter was sent fix)m the FDA 
(p) February 25, 2005 - Uroplasty requested a 1 00 day meeting 
(q) June 22, 2005 - Uroplasty submitted a Request for Guidance 
(r) July 27, 2005 IDE Completion Letter Submitted by Applicant Uroplasty 
(s) September 1 5, 2005 - Uroplasty requested an extension 
(t) September 27, 2005 - extension request granted by FDA 
(u) November 2005 - A pre^meeting material submission was made by 
Uroplasty 

(v) January 11, 2006 "Deficiency letter meeting was held 
(w) March 1 6, 2006 - PMA Major Amendment by Applicant 
^ (x) August 28, 2006 PMA Amendment 

(y) September 1 1 , 2006 PMA Approvable Letter 
(z) September 14, 2006 PMA Amendment 
- . (aa) October 30> 2006 PMA Approval received 

(bb) Continuously throughout the testing and regulatory review p eriods, 

Applicant Uroplasty has developed markets for Macroplastique® Implants 
\ and is represented in forty (40) countries throughout the world. 

(cc) Applicant has entered into distribution agreements to savice the various 
countries. 

(dd) Major markets for Macroplastique® Implants exist throughout Europe, 
Australia, Canada, South Afiica, and Latin America due to proplasty's 
continued efforts to market and sell the Macropolastique® product. 
\ (ee) Applicant has sought protection for the name of this product by filing to 

register the mark, Macroplastique, as a community trad^ark in Europe 
and in the United States. 


(continued on next page) 
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(9) Applicant acknowledges a duty to disclose to the Commissioner of Patents 
and Trademaiks and the Secretary of Health and Human Services any information 
which is material to any determination to be made relative to this ^plication for 
extension. 

(10) The prescribed fee for receiving and acting upon this application for 
extension is $1,120.00. A check in the amount of $1,120.00 was submitted with 
the application filed on December 20, 2006, any deficiency or overpayment 
should be charged or credited to Applicant's Deposit Account 50-1775 as 
authorized in the accontpanying letter, which is submitted in duplicate* 

(1 1) Inquiries and/or other correspondence relating to this application for 
patent term extension are to be directed to: 

Amy J. Hoffinan, Registration No.3S,897 

KAGAN BINDER, PLLC 

221 Main Street North, Suite 200 

StiUwater, MN 55082 

Telephone: 651-275-9807 

Fax:651-351-2954 

Respectfully submitted, - -ic:v 

KAGAN BINDER, PLLC 



Amy J, H4fifi6an, 35,897 
Attorney for Applicant 
221 Main Street North, Suite 200 
Stillwater, MN 55082 
Phone: 651/275-9807 


\. AJH:32427 
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PATENT 

IN THE United States Patent And Trademark Office 


Applicant: 

Robert A. Ersek et al. 

Attorney Docket No. 

XJPL0004/US/4 

Patent Nop; 

5,571,182 



Issued: 

November 5, 1996 



For: 

TEXTURED MICRO 
IMPLANTS 




Mail Stop: Patent Extexxsiou 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 


I HEREP Y CIiBTIFY THAT ON . THIS 

CORRESPONDENCE IS BEING SENT VIA EXPRESS MaJL IN AN ENVEUOPE 
ADDRESSED TO MAIL STOPTaTENT EXTENSION. COMMISSIONER FOR 
Patents, P.O. Box 14S0, Alexandria, VA 22313-14S0 
EXPRESS MAIUNG USSLNo.: . 


ReneeA. Wolff 


Power of Attorney 
Uroplasty, Inc,> 5420 Feltl Road, Minnetonka, Minnesota 55343-7982, hereby 
appoints aU attorneys and/or agents associated with Customer Number 33072 to apply 
for an extension of tenn of said patent, to make alterations and amendments therein, and* 
transact all business in the U.S. Patent and Trademark OfBce connected therewith, and 
request tiiat all further coirespondence be addressed to: 

Customer Number 33072. 


UROPLASTY, INC, 


\ 


Date: 0 'ZWD , 


David Kaysen 
Its: President and Chief Executive Officer 
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ABSTKACT 


An improved TnicrO-LmplHniaubn meihod and composLiiOD 
for filling depre&sed scars, unsymmeiricaJ: orbital tloors. 
muscle. Up, and oihcr soft tissue d&Tccu is prgvided for use 
in TcconstxyctWc fiin^eiy procedures. Tucnired micro par- 
licles having an outside diamcccr between about. 30 miuruns 
and 3000 microns arc used with an appropriate physiologic 
vehicle cannula and syringe and/or pressure delivery sysiem 
into a pnujcLcmuncd locus. The panicles provide long-term 
filUog of defects without migr&iion loss. 

20 Claims, 2 Drawing Sheets 
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TKX rUWlD MICRO DVOT^ANTS 

CROSS-REFERENCE TO RELATED 
Al>PUCATIOMS 

This ifi a cofliimiation of apiJlicacion Scr. No. 08/052,414, 
filed Apr. 22. 1993, abandoned, which Is, in mm, a conunu* 
ing applicaUoo of Scr. No. 07/734,273, Bled Jun. R 1991, 
now U.S. Pai. 5.258,028 issutd Nov. 2, 1993. which is a 
coniinuatioL-in-pan of applicaiion Scr. No. 07/282,671, 
nicd Dec. 12. 1988. now RhAndoned. 

BACKGROUND OF THE-3NVHNTION 

"Die present invaniioti rcJaics generally w ihc field of 
suTgcpy aad more pmicularly lo >argcty directed lo the 
repBir of injuries or dcfecifi, usually considered plasiic and 
recoQslTuciivii sur^eiy of the hvman body. 

In ihfi pracdcc of p}a£uc and rcconsuvelive surgftry, it is 
ofT^n necessary to employ the use of tisaue or foreign 
matcrtala lo provide amcana lo fill in defijcts which raay be 
preseni in the human body. One such defect which occur:* is 
caophthaltnus wherein one eyeball cannot be coordinated 
with the oUicr due to difierencefi in ihe volume of the orbital 
coDtcnw which may have been created by either imunm or 
dcvelopmenial anofnaly. Such a volume defec; prevenifi 
coordination of binocular vision, imerfcrcs wiib appropriate 
opening and dosing of defective eyelidii, and adversely 
affects appcwance. 

Aaoihor exemplary defect is an tmevcn vermiDion border 
thai is the result of a laceration, or from a cleft lip surgical 
repair. During the initial opposition of the separated Ut^sues, 
then; is tension and resultant loss of three dimensional 
symmetry of stfucnirc. By incnuuing ihc volume of the Hp. 

ihree dimensional Eiymmeiry of strucrur? is rebton^ and Lhc panicles hDving a nominal diameter of between about 30 and 


20 


25 


30 


diameter ^30 microos) In filyccrinc. See, for example, 
Maliaa, ci SAMK Volume 251. No. 24, pp. 3277-3281 
(1984), as a typical commcntwy or evaluation. The use of 
very small diameter pariiculmuBphefes (appmjcimfltiily 1-20 
microns) or small diamexer elongated fibrils, Igenerally 1-30 
microns in diameter) of various roaieriflls such as cross- 
linked collagen in a biocorapaiible iluid lubricant as inject- 
able implant compositions are disclosed in U.S. Pau No, 
4.803,075, While these materials create immediate augmen- 
taticD, ihey also have s tendency to migrate and/or be 
reabsorbed from the injection site. 

In iiccordance with lhc present invention, vciy small 
panicles or micro particles and, in particular, lexmrcd micro 
panicles are employed as an injccl&blc fiolid subslance for 
use in rcconsiiuciive surgical procedures, Texmred micro 
panicles having an outside diameter of belween about 30 
and 3000 microns (or between approximately 0-003 and 0.3 
cm.) may be injected into die body along with an appropriate 
physiologic vehicle to* enable the filling of defects. Accord- 
ingly, and in accordance wiih the present iDvcntiOD, lexiured 
micro piuiides to bo described in moie detail hereinafter 
may be employed which are fabricated from an elastomer 
such a& silicoDe, an inert material such as polyictrafluuro- 
ethylene (Ttflon), bioaciive materials such as hydroxyapa- 
lite, ceramics or oCicr Inert u ubbUmces. The.'te textured micro 
panicles may be introduced and placed at a precise locsaion. 
and because of the textured eonfigvu-aiioa, tissue ingrowth 
will prevent djslodgemeni and ultimate migration. Further- 
more, any over-coneciion can be readily adjusted by wse of 
blunt cannulas and suction which provides for safe removal. 

SUMMARY OF THE INVENTION . 
Ia accordance with the present invention, textured micro 


vennilUon border is not disrupted. Pamiysis or ablution of 
the vocal cords causing aphonia or dysphonia may be 
corrccied by such augmentation. lYaumacic or surgically 
altered bones, sldn and subcutancomi tissue often have 
similar dcCbcis thai interfere with form, funcdon, or both. 

In Che practice of plastic 'and reconstructive surgery, inen 
maiehals have frequently been implanted lo fill these 
deflects. Recently, various collagen compounds and fibrin 
inalriccs have been injected to fill these defects. Bioaciive 
maieilals such as hydioxyapatite or cordal gmnules (osteo 
conduciive) have been used for hard tissue defects. Another 
prior art technique is to use adjaecnv or di&iam autologousi 
tissues. Also, but on a rare or infrequent basis, cadaver and 
other species tissues have been used for Sll-in substances. 
Liquid silicone has been used in the past as en injectable 50 
substance for very small detects. Although some scar tissue 
forms around the sDicone liquid droplets, il is subject to 
xampanl and distant migration throughout the body and the 
ultimate location for such substance^ tends {o be unpredict- 
able. As a result, liquid silicone baA generally. been viewed ^ 
as a dangerous substance by most plastic surgeonii. Although 
it has been useful In controlled suidies in very small (one- 
lemh of a cc. to 1 cc.) injections, it is cuirendy not approved 
for general use because of its tendency tu migrate. 


3000 microns (0.003 to 3,0 mm) are selected, these textured 
micro panicles present generally amorphous surfaecs, and 
normally possenii indciuaiions ranging in size ftom, for 
example, lOA (angstroms) to SOO microns with the inden- 
40 xaiions having jmegular ctmngurallons and'suffeccs, j^ur- 
thermore, a minimal jntcr-indcnuirion distance is provided 
so that the panicles may be injected through an appropriate 
bypodcimjc needle of the appropriate preselected size, and 
with or without an appropriate physiologic vehicle. 
Examples of appropriate physiologic vehicles are saline, 
various starches, hydrogeU, poiyvinylpynolidoncs, other 
polymeric maunials. polysaccharides, organic oils or fluids, 
all of which arc well known end utilized in the an. Veludes 
ihai are biologically compadble, le., cause miiumal tissue 
reaction and iirc removed or metabolized without cytotox- 
icity, are, of course, utilized. , c ■ 

Biologically compatible saccharides sudi as glucose have 
been found useftil. Vehicles such as aqueous solutions of 
starch may also be employed. In cenain instances, it may be 
desirable to employ a totally incn vehicle such as silicone oil 
or the like. Cerain fats may also be found uscftjl. In this 
connection, highly compatible vehicles include esters of 
hyaluronic ucids such as ethyl hyaluronaic and polyvi- 
nylpyiTDlidoDe C^VP). ?VF normally has the general cmpiri- 


Whilc it has been suggested to compound certain very dO cu! formula [CCHCHa)2N(CHa),CO]„ whcmin n equal 


small panicle species in a lubridous material and to inject 
such combination micro particle media subcutaneously for 
both soft and hard tissue augmcnraiion, heretofom success 
has been limited. Undeidiable subsequent particle migration 
and serious granulomatous rcaoions commonly resulted. 
Thitf'is well documented with such rriausrials as poiyict- 
rafluoioeihylenc spheres of very small diaraclcr (>90^ of a 


25-500, a form of which is oUjcrwlae known and marketed 
as PlasdoflcT** (iradcraartc of GAF Coiporadon, New York, 
New York). Additionally, polyvinyl]>yiriQlidonc (Plasdones)» 
hyaluronaie, collagen and other biocompatible substances 
6S may be incorporated into the elastomer or combined with its 
surface. Another biocompatible vehicle is the patient's own 
plasma. Blood may be withdrawn Ijom the patient, ccncri^ 
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iugcd Lu remove cetls (or not) and mixed wUb nppfopriaic 
aliquou of panid&s and the mixiure injccied in ihc desired 
locmions. 

ti cenain injitonccs, U has been found desirable to uiiKzc 
a surface modifier in combinalion wich che micro particles. 5 
wiih n^aierials such bs polyvinylpyirolidDnc, collagen, or 
hyaluronalcs having been found suilabJe. A suhacc modifier 
muy be ilelinecl gencr4ily H.f « mmcrial combined invo ihe 
fanned panicle, applied lo [he sorTacc uf ihts panicle or 
added 10 ihs caincr vehicle id alter Inier-particlc or pros- id 
tliesis-hosi inieracUon and/or panicle ideniiftubilicy. These 
surface modifiers may alier ihc coefRcJcni offncUon of the 
panicles as by nnalcing ihem more lubriciu^Ji:, render ihe 
pnnieles more radiopaque, assisi in deioxiiicaiion, and/or 
render the !iurfuc:e of ihe poiUcles more .susceptible to U^epc 15 
ingrowih. 

In ihi) conncctioni the sprface modifiers sucb as polyvi- 
nylpyrrolidone or polyteiraHuoroeihylenc m&y be mixed 
into the sub^lancc of or with the micro particles, and 
fiinhcimorc may ihercafter be coaied with a layer of a ^ 
hyaluionaie or hyaluronic add. Specifically, certain modi- 
fier? sueb as poiytecraf^iiojocihylene may be admixed with, 
for^cxamplc, a poly di-spbsULuicd fiiloxane panicle matcpal 
prior to cure to impan an average surface modification to ihc 
cured panicle. A material such as hyaluronic acid may be ^ 
auaehcd lo the micro panicle surface either through physical 
or chemical bonding. Surface mudiliers also can be vu^ed to 
typically asnist in detQxific<niion and promote the desired 
tissue ingrowih encapsulution. OUier bioactive substances 
tha\ can be included in the carrier or atiached to the surface ^ 
of the beads to promote csncapsulaiion include fibmnectin, 
u-ansforming growth facior beta, and various other cytokines 
such as interleukin-1. 

Once implaflied, ihc body will form a ;hin scar tissue 
around e*ich of the implants so as lo provide iniiial en cap- " 
sulaiion, Polyvinylpyfrolidone, hyaluronaic or collagen or 
oiher bioccmpattble substances may be cliemically orphysi» 
cally combined with ihc panicle substance or its surface to 
cdhancc the ftccepiEmce of che implant by ihe host. While in 
most sicuaiions the panicles are of random size and con- 
n^uration, but within the constraints of size indicated, it is 
generally desirable ihai die panicles be of generally utdform 
configuration whenever possible. 

For example, for soft tissue, a sod dasiomcr such ^ ^3 
silicone rubber is a desiiBblc material for the textured 
panicles. When a firm area is being ucatcd, 8uch as con- 
nective tissue or the like. polyteu^afluOrOcthylcuB (TeOoa) Qi 
petyelhylene may be satisfactorily utilized. Id those 
instances wherein the requiremcnl is for hard substances. ^ 
biocompaiiblc matenals such as certain caldum salts includ- 
ing hydroxyapadie or oihcr such ciyaialline maicrtals, bio- 
compatible ceramics, biocompatible mctiils $uch as cenain 
stainless sucl panicles, or glass may be utilized. 

By way of further bacJcg round, the uverage diumeier of a 55 
capillary h approximately 16 microns, or roughly two times 
the dian^cicr of a red cell. Then^fore. since the aiu: of the 
textured micro particles is in the area of at least approxi- 
mately 30 microns, they will not be nbsorbed into ihe 
capillaries, bui will on ihc oiher hand, remain generally «) 
capUvc and 6xed in place. Smaller panicles, in the sub- 
micron range, have been implicated in cau&ing inAamznaliuD 
and may be ingehted by host cells. Thus, panicles in the 
range of between about 30 and 3000 microns are employed. 

The fibroblast cell is the sca^fo^ning cell of die human 
body, and these ceils innge in size from between about 20 
microns up to about 100 microns, and because ofconiact 


10 


guidance, it will form a scar tissue or collagen-based coating 
liTOund un inen foreign body. Fonhermom, such scar tissue 
will confonm Co the iircgutarities in the suri^e of ihe foreign 
body^ particularly if ihcy are of .suflTicient sixe to accommO- 
d&te lisiiuc ingrowth. Our previous Studies (American Soci- 
ety of Anificial Internal Organs: U. S. Pat Nos. 3,638,649: 
3.657.744; 4.239,492: and 4,240,794) have shown that for- 
eign substances can be subsmntially firmly anchonsd in a 
predetermined loeaiion in the body. Because of ibc inherent 
ubiiiiy of fibroblasts id form scar tissue in and around 
irregularities of the surface, such anchoring occurs In many 
locations, including locations within the blood stream. 
Therefore, it is a primary object of the present invention 

10 provide an improved method and apparatus for use in 
rcconstniciivc surgical procedures, with the method employ- 
ing lextiu-ed micro pjAiCleS which may be injected along 
wilh an appropriate phyiiiologic vehicle into a prcdetcnmncd 
locus within the body. 

It is yet a funher object of tbc present invention to provide 
an improved methud and apparatus for use in Tcconairucijve 
surgical procedures wherein textured micro paruclcs having 
im Quuidc diiimetcr of betwtsen about 30 tmd 3000 microns 
may be employed along wich an appropriately selected 
physiologic vehicle for impianiniiun or injection into a 
predetermined locus. 

It is yet a iiirther objecl of the present invention to provide 
an improved method and apparatus for use in reconslmctivc 
surgical procedures wherein texnired micro panicles having 
an outside diameter of between aboul 30 and 3000 microns 
may be injccicd into a predetermined locus of the body for 
the purpose of filling of defects in rcconsuiiciivc surgery, 
with a syringe device 'having an inwardly lapeied oui-Aow 
tract being desirable for use, with panicles having a size 
wirhin die upper range. 

Other and further objects of the pieseni iovention will 
become apparent to diose skilled In ihe an upon a study of 
the following specificauon. appended daims, and accompa- 
Oying drawings, . . , 

IN THE DRAWINGS 

FIG. 1 is a perspeciive view of- a textured micro panicle 
useful in accordance with (he present invention, and fUus- 
(rating surface irregularities typically present in the particle; 

FIG. 2 is a venicnl sectional view taken along the line and 
in die direcuon of die'anows 3-^2 of FlG, 1; 

FIG. 3 is a fichematio illasTrilion of a fr^mcntaiy pordon 
of human skin organ, and illustrating ahypbdeimic needle of 
appropriate size being utilized 10 iniroduce materials in 
accordance with die present invention into Uic subcuuncous 
zone beneath a depressed sear, 

FlG. 4 is a view similar to FIG. 3,' and illustrating the 
same locatibn fo11o>viiig subcutaneous Injecdon of the tex- 
tured micro particles in accordance with die present invcn" 
lion; 

FIG. S is a perspective view of a modified form of usef\jl 
panicle wherein the sufface iireguluiidcs project outwardly 
from a body member 'in pillar form, widi the central body 
ponion being in the form of a spheroid; and ' 

FIG. 6 is a cross-sectional view of the device of FIG. 5. 

DESCRIPTION OF THE PREFERRED 
EMBODIMENT. 

With atlcnuon being dirocied to FIG. 1 of ihe drawings, 

11 will be observed that a micro-implani panicle generally 
designated 10 comprises an inner-core having randomly 
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disiribuccd ihroughoul its surfacfi, variouB surface irregulari- 
lies indcnUtiiOTifi inicrsriccs, caviiies, openingfi or pores ' 
31—11. These pores rfi/erred lo collecuveJy as pores arc 
tipucfid apan by connective pillar membcrR IX As indicated 
above, ific pare» prererubly bavc u mimxnuin indexitation 5 
dcptb or opcTi dimcn&ioti of about 10 AAgsiroms. along wiih 
a maximum dimcn»uu of about 500 niicronfi- TUt iniercoc- 
nectivc or pillar xoncs 12—12 which scparaie or oiberwisc 
defmc solid maierial between pnres 11 — 11 have a dimen- 
sion or brc^dLh su£Gcieni i>d Uiox ihe jnaJ^riLy or j^reater io 
porUan of Uift sujface is defined by indcniations, ports. 

With coniinued ancoiion being direcud lo FIGS. 1 and 2 . 
of ihe drawings, cunnccUve dfrmcms 12 are available od tbc 
surface of the micro-implani panicles and provide for 
mechanical stabiliiy of the itidividaal particle. This arrange' l^ 
mcnt is illusuated in panicular in F|G, 2. 

In ficcordaDcc with the present invention, it has funher 
htia found thai inert foreign ti^auc gugmcnuUon particulaLe 
m alter having a mean diameter less ihaD about 30 microns 
will generally become subject to sijmificant mtgr^Loiy loss 
from the site of li\iccrion regardless of surface configuration 
absent extraordixiaiy proteciion. The texnued nature of the 
surface of the microspheres of the invcniion. bovver, 
impcuii to them an apparent size equivalency which, in the ^ . 
case of at least the relatively SmiUlcr sized particleG (par- *^ 
licularly in the range of 30-60 and up to 80 microns), malccR 
fhcm behave, once injecicd, much larger smoother par- 
ticles might behave with respect to host Implant or pro.uhc- 
sis migrniioii tendencies and. benign assimilation in scar 
ti^LSue. Pardculaic raailci of the class of the present invention 
which is of a prefcircd size ranging from about 30 nuCTOns 
ID about 3000 microns and having a textured surface in 
which the surface iiicgulariiies vary in size over a range of 
about lO Angstroms to 500 microns. 

'rhe^ iiregQlariiJes. pores and Interstices arc designed to 
have widih9 ran^ng from those h:iving a diameter or open- 
ing size which will jusi accammodaie the infiltniiJon of a 
typical connective dssuc (tbril or protein molecule at the 
lower end to those lar^e enough to accommodate iagnowth 
of much lurger crossOinlced protein, possibly collBgcii pro- 
lein, fibrillar structures or netual fibroblasts at the high end. 
In this regard, it is well known that the collagen fiber is 
composed of fibrils and filaments. 'Ihe basic poly-peplde 
chain is arranged into micro-filamcnu of iropocoUsgcn 
having a diameter of approximately 20 Angstroms. It has 
been fouud tlmt surface itregularltics as small as 10 Ang- 
slrums Will interdigitalc with the filaments on the 8ufface of 
the ^fibers and serve lo resist bost-prosLhesie interface 
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Fucifaer, witli tespeet to particle size, it will be appreciated 
that particle size, panicularly of those species contained. in 
pn^parations utilized in' prior injectable consposiilons, tends 
to vary over a range within any group of panicles so thai 
there win be a percentage of the group larger and a percent- 55 
age of the group smaller than at target size in any such 
comporiiiion. In addition, the shape and aive of the poxes 
associated with a given group of particles will also describe 
21 range. It will f^mhcr be apprccaaied that one must lalce into 
account the normal variation in patient-to-paiient acceptance go 
and reaction 10 tissue augmentation injection of mtcro 
panicles. With this in mind, ccrtiin observations have been 
made regarding opiimum panicle sitt, panicularly with 
regard to the severe problems of unwanted migration and 
formation of granulomatous reactions. ss 

Observations in a variety of clinical sftuau'ons indicate 
\hsi panicles less than about 60 microns in diameter can be 


engulfed by macrophages and transported lo regional lymph 
nodes. Submicron-m^ panicles ofiay be the roost easily 
transported and may remain intracellular indefinitely. How- 
ever, larger panicles, panicles thai approach the size of a 
macropliage, i.e., ftuxn about 20 to afaoui 60 microns, may 
cause the death of a cell when engulfed, litis begins a 
progression in which tlte dead cell releases its intercellular 
enzymes (cytokines), and those auiact other phagocytes 
which, again, encounter and engulf the panicle with the 
debris of the first encounu^r. In this manner, a vicious cycle 
continues on a larger scale as a chronic inBammatory 
response, course, such a response is highly undesirable. 

Particles greater than about 60 microns, however, have 
not been observed within a cell or within lymph nodes; and, 
certainly, parucle.ti grenicr than 80 microns appear safi^ from 
initiaring such foreign body reaciions. Funher, as in the 
example below, panicles of an average diamcccr of 100 to 
fiOO microns with textured surfaces having an average pore 
size from about 10 irucroqs to about 200 microns have been 
observed to work quite .well. Theoretically, there i& no upper 
limit to the sir^ of the textured punicles, and diis is borne out 
by the success of sin^^f^5u^fIlce iiip implanis, texniced 
breast implants and others. However, the useful upper Until 
of micro implant dimensions is probably somewhere in die 
vicinity of 1 10 3 mm in defects Just beneath die sldn stufaee 
because particles of a mxjt greater than this may be perceived 
as surface inegularities when palpitated. Large tcxttued 
implants have also been employed in breast rcconstnicUort, 
for example. 

It will be appreciated that lexiiu^d spheroids of the class 
conlcmplaied for use in the present invention may be 
molded, for example, by any {cravity-free u^chnique wherein 
the spheroids are formed with ceniilfijgal force e^ual 10 chat 
of graviiy in canes where the splieroJds arc formed of rather 
malleable synthetic material. Spheroids' c^Il be fabricated 
£rom a variety of inen subst^mces such as polytetrafiuoiU' 
ethylene^ po]y(methyl-mcthacrylatc), paly subsiimted silox- 
anes (silicones) and a variety of other synthetic polymeric 
materials, ceramics and others and di^reni fabrication 
processes may he applicable lo each material for the aug- 
mentation of soft tissue. Of course, fabrlcaiiou of the i>pbe- 
roids irom a malleable polymer material such as a silicone 
rubber is preferred »i it will more bloscly inoitatc the texture 
of the natural tissue it replaces. With respect to oialleable 
polymers such as silicone rubber, the following fabrication 
techniques arc exemplary of those that will readily enable 
manufacture by those skilled in the ait U will be appreciaied 
that a icdmique that might be prcrcrred for One macefial may 
nm work ei^ually well for all. 

In one process, a malleahle stock of unvulcimized poly- 
dimeihylfiiltixune is rolled into spheroids of appmximaiely 
too microns or other desired aize diameter. Tlte surface is 
then textured by impacting each spheroid with an appropri- 
ate force. Tte textured spheroidfi ore then vulcanized and 
mixed with the appropriate vehicle for iT\jcetian. 

In another succcsyfti) method, generally preferred for 
fonning beads of silicone rubbers, polyCdi-substimted silox- 
ane) silicone rubber of the type desired, normally poly(dim- 
BthyJ silDxaoe) may be dispersed in an appropriaie volaiUe 
solvcm and ibco paniolly cured by droplets being forced 
through a specific distance of air an odfice having a 
spccifie diameter. This is a very familiar process technique 
generally known with respect to the operaiioo of a shot 
lowerin making lead shou The size ofihe.beads or sphcrCfids 
is easily regulated by varying the viscosity of the mixuire 
and/or the orifice of origin. As the panide Czavcls a known 
disiauce through air. ii is partially cured as the volatile 
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vehicle evaporates. The spcci Really formed spheroid or bead 
is Ihcn scpwalcd by a suitable Duid medium, The spheroids 
may ihen be pressed against an appropriaic surface or 
impacitd by an appropriaic force to impan the desired 
icxturc, ihe surface having an appropriaic mold release. 
Punially cured sphoroids are then vulcanized by hcai irra- 
diaiion. The panicles arc then sisxd and graded by physical 
means. Spheroids arc ihcn mii^ec) wiih the appropriaic 
N vehicle in appropriate ratios, placed in conminers and finally 

sterilized within the coniaincr. 

Texture can be impancd to ihe beads or spheroids in a 
number of ways. In addition lo Ihe molding method, other 
techniques iticlude ion-beam nnicroiexiunng which makes it 
possible to produce controlled microicxnired surfaces, 
chemie&l and plasma etching and impacting the beads with 
solid particles. Of course, it is contemplated that other 
methods could aliio Occur to those skilled in the an. 

if desired, surface moditicr?;, as explained above, can be 
incorporated in the material prior to fonnalion of the sphe- 
roids or beads or may be thereafter be added as a coaring on 

V the deformed Surfaces. In lliiu manner, certain mnlcriuls jiuch 

V as hyaluronic acid, for example, may be atiacbed to the 

micro panicle iiuTfuCe either ihruugh physical or chemical 
bonding in a well > known manner after foimaUDn and le^- 
Luring. 

EXAMPLE I 

Amounts of particles with average diameters of 100, 150 
and 600 micrometers were fabncaied with a i£;iLured surface 
frem fully polymerized and vulcanized poly(dimcthylsilox- 
ane). The polymer was mixed to fpim a biocompatible 
soiutioii with Bi) organic polymer hydfogel The hydroficl 
\ was a polyvinylpyrrolidone gel having an (ivcragc molecular 

weighi of approximaieiy 1 3,700 and one of a family of such 
maieria] known as Plasdones. These mmcrial5 in the molecu- 
lar weight T^gc of interest arc freely cransponed througb 
li&iUB Hgids and cxLTctcd uncbioiscd by the kidneys. The 
mixture uiilized was approximately 3B% by weight of ihe 
pplymer jmd 62% of the gel material. The polymcr/gcl 
mixture was diluted with deionized water. mi;ced until ihe 
inert particles were evenly dispersed and then placed in 1 -cc 
cylinders wilh small pistons placed in the proximal ends. 
The disml end of each cylinder would be attached to a 1-cc 
syringe with a Lucr lock on the end and a piston member 
could be iniiened in the proximal banc!, A highly IcvcrBgcd 
injection latchcl mechanism was uulized lo accept the 
syTTngc cRTtridgcB and deliver precise amoanls of ihc gel 
mixajre through a cannula into the subcutaneous plane of the 
car tissue of 20 large, aduU while rabbiis. Controls using 
commercially avuiliible collagen derivatives were iTyccicd in 
the subcutaneous plane in adjacent sices in the rabblta'ears 
using small gauge needles provided by ihe macufacmrcrs of 
ilie collagen derivatives. 

With respect to the injected collagen conuol sites, sub- 
sequent hisualogic iicciions indicated that after three weeks, 
no residual collagen could be found at the sice of ihc 
injecdon. ]n dr^nanc contrasr, (he histologic sections of the 
micro panicles evidenced a drwnatic transition in which the 
fid phase of Ihc material was replaced by a iibrin and 
pruiocullagco matrix surrounding each of the micro par- 
lidcs. In three days, the tibcin matrix was complete, with all 
the gel having been removed by the hosL Connective-tissue 
cells had developed and had begun to replace the matrix with 
hq^i collagen fibrils. By the sixth week, thiti fibrosis was 
complcii:, and each individual lexu^rcd panicle appeared lo 
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be encased in ils own individual inner connected covering of 
fibrous tissue. The thickness of the implanted area and the 
dc^ec of fibratiA a9 measured by ixansilluim'natioo, 
micrometer and light and electron beam microscopy 

^ remained constant for more than a year. 

Subsequent histologic examJnalion of the regional lymph 
nodes at the base of the rabbit cars revealed no migration of 
panicles, Crovs-seciionti of the car below the injecccd area 
showed no panicles. Through transillumination, the size and 

10 density of the areas of injection were easily and airaumati- 
cally monitored for each rabbit. No lexnired micro implants 
were found at the base of the ears or in the regional lympl] 
nodes of any of the labbils under study. 
The dimensions of ihc subcutaneous deposits or textured 

1^ micro implants remained approximately the same through- 
out ihc period of study, as was evidenced by uansillumina- 
lion photographic record und micrometer mciisuicmenl. 
Opacity was noted to decrease over Ihc last few weeks as the 
tmnsillumi nation became brighcor but then appeared to 

30 siabQixc between the end of the fiT^t and the sixih nxonths. 
The Tcsulis obuuncd with the experimental particles of 
Example 1 illusirdte the diamatic contrast between this 
maicriai »nd the irijcciion of collagcn*coniaining materials. 
Although the cullagtsri-coniaiiiine materials created immc- 

^ diau: soft tissue augnxniaiioD, these substances — which are 
only about 3.5 10 6.5% fiolid collagen material — soon 
became invaded by host capillaries and were absorbed. No 
absorption or migmiion of the IDO, 150 or 600 micron 
silicone rubber particles was observed, even after 382 days. 

In other experiments, panicles having an average diam- 
eter of 80 microns emd incorporating tracer material in the 
form of gamma radiauon-emitting material wcm injecutd 
into the ears of other rabbits. These panicles showed no 

^ migmiion from the injection site during a subsequent six- 
roODih monitoring period. 

While prior work by ihc iitvcniors and others have shown 
tltat surface inregulariiiefi preferably are 'in the 20 u> 200 
micron range in order to achieve adequate contact guidance 

40 of the fibroblasts so as io create or develop n scar tissue 
pattern thai is a ntirror image of the subsirato surface, it is 
also appreciated that the particle* size In relation to the 
relative size of the surface iircgularities is a factor to be 
considered. In this connection, if the openings, pores are loo 

43 shallow In their depth dimension, or in the cveni their 
dtameicr is not sufficiently great, the iibroblasu will tend to 
bridge across the defect so as u> provide a substantially 
smooth surface. In the preferred embodiment of the present 
invention, the particles indicated or selected for a specific 

50 procedure to assist in'COTTeptingiB given defect arc previ- 
ously loaded into a hypodenrup syringe wiib a needle having 
an adequately sized inicdor bore so thai upon inj cciton of the 
needle into the area of die depression being corrected, the 
panicles together with the appropriate physiologic vehicle 
enables ihe spheroids to be injected directly into the area of 
the depresfiion, Appropriaic vehicle»,_as previously indi- 
cated, include physiologic saline or polysaccharide lubri- 
cants, each of these enabling the sphcraids 10 be injected us 
set forth. -..r 

60 With attention being directed to FlC. 3. of the drawings, 
it will be noted diat surface tissue as shown at 20 includes 
a depression area 21, with the depression area extending into 
the subcutaneous tissue as^ at 22. For utilization of the 
concept of the present invention, the needle 23 is shown as 

6S il i« ii^ecicd into lissuc. Partides 30, of the type fllustiRted 
in FIGS. 1 and 2, along with vehicle 31 are injected imo the 
predetermined site, wilh the result being filling of the 
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depression orca, panicularly as Jlluslratcd in FIG. 4. Upon 
wiihdfawa\ of ibc needle 23, ilic injeclcd malcriaJ 15 Ith in 
silu a[ ihe sclcclcd gUc. Thd bupply of panidcs 30 rciained' 
fmd carried wiihin vehicle 31 roay be conveniently rciaincd 
in fcyringe body zone 23A for pafifiage ihroutjh hollow needle 5 
23. Syringes of Lhis lypt? wc. of tourse, conamisrcl^ly 
avail uble, and suUable for p.'irtjclcs in the low td mid-size 
fange, while larger panicles wiihin ihe size range may 
require an inwardly lapercd ouudow trad. For certain appli- 
cations, k has been found desirable 10 un\izc & cyiinge- 
needle combinaiion wbicb capers coniinuously, thereby pro- 
viding an clonal filed syringe- needle combiDation with a 
inwwidly lapered oul-ilow iraci; 

GcncT^ly, upon completion of the inflainicaloTy phase of 
wound healing, or after approximately one week» fnnnaiioA 
of 5oar liKsuc commences with this becoming compleie after 
about ihrec weeks. Following cotupledon of ihe deposition 
and farmOLloji of scar lisnve, a remodeling pha&e or opcra> 
lion may be undenaken. In view of the specific in^gul^rilics 
and indcntuiions of the swfaccs of the individual pordcles, 20 
coniaci guidance will normally allow Tor the resulting scar 
tissue 10 firmly anchor and attach iha implanted particles 30 ■ 
wherever dcpp^it^. M borne om by chc example,, although 
vsiioufi biologic^ substances have been uhcd for similar 
purposes, such as coUttgca and Qbril, these o\her previously ^ 

\ utilized BubHiAnces are Aoimally broken down by the budy 

over a period of lime and dij^tssied ouiugenously. It is 
anpcipated that Hie micro paruclcs fabricated of eillcone 
nibber, polytclxanuoroclhylcne (Teflon), ceramic or other 
appnspriatc inert subJlances will mimic the duromeicr hard- 
ness of ihc host Ufifiuc being filled, with the softer materials, 
such an silicone rubber being* utilised for nonnal subcuta- 
neous fai tissue, and with ceramic materials being utilised 
fur bone tissue. PolyteUuiluoroeiliylexie CTeflon) is deemed 
suitable for caru'logc, and sillcoms elauiamer with voriaiions 
in firmness for subcutaneous fai in vimous leglOQS of the 
body. Tn the cy&m die procedure involves an ovcr'<:orTeciion. 
the nse of lipoplasty techniques of suction lipeeiomy with a 

\, cannula of appropriate diameter will allow for fine tuning, 

even after severttl manihs or years. Removal of an appro- 
priaie quantity of filler material nuiy ha accomplifihed in that 
fashion. 

Specific aiiention is now direcied 10 the modificadon of 
panicle contiguration illastraied in FIGS. 5 and 6. SpcciG- 
callyr the tcxturc:d micro paidcle generally designated 40 
coiDprtKcs a central body portion 41 of genera]ly spbcroidd 
fomi, together with a number of outwardly projecting pillar 
members 42 — 42 ihcrcDn. Inter-pillar inUeniaiions of gen* 
crally arcuate form arc fihown ut 43 — 43. Tbxmred micro 
pardclesof thetypeillustraTedinFTGS. 5and6may alisobe }q 

V found useful in connection with the various aspects of the 

\ present invention. Id actual use, these micro particles will be 

combined with an appropriate vehicle, of the type previously 
referred to, such as physidoglc salisc, PVP or polysaccha- 
Tide lubriconi. so as to enable these Lcxuin£d naicro panicles 55 
to be injecied into the body. Also, textured micro panicles of 
the type illustrated in FIGS. S and 6 may be formed of the 
same material as indicated in conneaion with the embodi- 
ment of PIGS. 1-4, such OS for exumple, .silicone mbbcr, 
polytctTiiAuoioeihylene (Teflon), biocompauble solids such go 
as, for example, hydroxyapatite or otber biocompatible 
solids of the type listed hereinabove. 
Radiopaque substances may be utilized, fiuch as, for 

\ example, barium compounds 10 make the particles more 

visible. Radioactive materials may also be inconToraied for 6S 
cenain applicaiions. In most instances, however, utilization 
of such radioEinphiC Uigfiing will not \jc required. 
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Tt will be appreciated thai the specific examples provided 
herein arc given for purposes of illustration only, and are not 
10 be construed as a limitatiun upon the scope of the present 
invention, and that those skilled in ihe an may depart from 
the specific examples without acually depaning from the 
spirii and scope of the present invention. 
Wha\ is claimed is: \ 

1. An injectable particulate implamaiion system for long- 
term augmentation of soft tissue, comprising in combina- 
tion: 

(a) an amount of generally soft, malleable, clastic, bio- 
logically compatible non-rcnorbin prosthetic panicles 
disperncd m a nOD-reienilve compatible physiological 

vehicle, said particles being fimber characterized by a ^ ' 

rough :iurface texture having a plu^iy of surface 
irregularities generally randomly formed therein; 

(b) said implantation system iocarporating a combinaiion 
of average panicle si^e and average particle texcure 
sufficient to cooperate in an autogenous manner 10 

substantially prevent loss of said particles from an ^ 
augmentation site, said parrielcs remaining in sita to 
form part of a permanent implant. 

2. The Injectable Implantation system of claim 1 being 
particularly chaiacierixed in thai the range of average pai- 
licle size is between 100 microns to 60O miurons. 

3. An injectable particulate tmplantaiion system for long- 
term augmcniaiion of so:fi tissue, comprising in combina- 
tion: 

(b) binlogically compatible panicles of a relatively soft, 
resilient, non'rB.sorbing material dispersed in a non- 
rcientive eompaiible phyGiological vehicle, the par- 
ticles being ftmber characterized by a rough surface ^ 
having a plurality of surfaces irregularities randomly 
formed therein and further comprising openings or 
pores; . 
(b) the particles Itaving an average panicle tdze generally 
beiween 30 and 3000 microns with o dimension of the 
openings formed by ibe pores within the particles being 
generally in a range between 10 angstroms and £00 ^ 
microns; 

•(c) wherein the implantatjon aystem average panicle size / 
and average roughness of lexiore are su^cieni in 
combination lo, in an autogenous manner, substantially 
piedude migration of the particles from an augmenta- 
tion site, such that the panicles remain in situ to form \ 
part of a permanent implant. . . 

4. The injectable implantation system Of claim 3 wherein 
the particles further comprise an amoimi of at least one 
surface modifier to aceompUsh at leai&i one of assisting in 
dcioxifi cation and promoting tjssue. ingrowth. . 

5. The injectable implantation fiyfiiem of claim 4 wherein 
the at least one suifaee modifier ia incorporated into the v 
miciQ panicle priot to particle formation. 

6. The injectable itnplantatiOD syslero of claim 4 wherein 
die at least one surface itiodlAcr is Kelected from the group 
consisdng of polyvinyl pyirolLdone, ooliagen and an hyalu- 
ronale. --'^ 

7. The injectable tmplantadon system of claim 6 wherein ^ 
the surface modifier is dispersed in (he physiological 

vehicle. - - u . . 

8. The injectable implantation system of claim 7 wherein 
the surface modifier is biologically aciivo* 

9. The iojeaable implaniation system of claim 4 wherein 
the surface modifier is biologically active. : 

10. The injectable implantation system of daim 4 wherein 
the -modifier is aelecled from the group, consisting of 
tibronecdn and cytokines. ■ ... - ; 


PAGE 29/62'RCVDAT9/1S/2007 12:03:24PM [Eastern DayfightTimel'SVRiUSPTOIFM 


SEP-18-07 09 :57AM FROM-Kagan Binder, PLLC 


651 351 2954 


T-917 P. 030/062 F-967 


\ 


\ 


5,571,182 


12 


13. The iiijcciablti iftiplanUHon sy^um of claim 3 bdng 
panicuiarly Lliaracterizcij in ih&i ihe conipaiible physiologi- 
cal vehicle is a bodily campmible Huid solccicd froin Uie 
SToup cgnsiscing of hydrogcls, glacose, siflfch. silicone fluid, 
lipid and a hyaluronaie. ^ 

12. The injcciflble implanialiOD system of claim 3 being 
purUtularly characierized in ihai ihfi biologically inert par- 
liclcs are formed of bodily cotnpaiiblc solids sclectftd from 
Lh&'^group consi3ung of silicone fubb&rs* polytciT^uoroiti- 
hylenc, polyeihyLeae. and oihcr biolocically inen polymer 10 
maierials. 

13. The injcciflble innplantauon sysicm of claim 12 being 
. puniL-ularly characierized in ihui ihe average panicle size is 

ai least 60 microns. 

14. The injcciable implanianon sysicni of claim 13 ftinher 1 5 
characcerizcd by micro particles having a icxiurcd surf^e of 
pores of an average size bcwecn aboui 10 microns and 
aboot 200 microns. 

15. The injcciable implantaiion system of claim 12 being 
puniculariy characierized in iha ihe rangt of average par- 20 
liclc size is helwecn 100 microns 10 600 microns. 

16. The injecmbic implani^iion syaiem of claim 3 being 
particularly chmacieri^ed in ihai Dhc average pBiticle sin Is 
ai Icasi 60 micron**!. 

17. The injeclablc implanUiUon jiysicm Of claim 16 being 25 
par(icularly eharaciarized in ihat ihc biologically inert- micro 
paniclcii are of a generally unifom) eonBguniLion, 

18. The injeclablc implaniaiion sysiam of claim 3 being 
punicularly characterized in thai Ihc range Of average par- 
uclc size 15 bci.wecn 100 microns to 600 microns. 3D 

19. A noji-migraiofy injcciable particulate implaiiiaiion 
system for long-tcnn augmencaiion of soft tissue, eompris*- 
ing in combination: 

(a) severally aofi. resilient biologically inert, micro par- 
ciclcs of a material of a material not resorbed by the 3S 
body dispersed in & non-retentive eompoiible physi- 
ological vehicle, the micro panicles being further char- 
acterized by a surface texture having a plumlity of 
surface irregularities generally randomly formed 
therein; 


(b) said implantation syfiiem having, in combinaiion, an 
average panicle size range and average panicle texture 
such Lhat migration from an injection site is substan- 
tially precluded in an autogenous muiner and indi- 
vidual paruclc non-ehronie inflammatory scar tissue 
encapsulation occurs, said particles thereby remaining 
in situ to form pan of said implantation system. 
20. An inJectAbie paniculate implantation system for 
long-term Bugmeniaijun of soft lissue, comprising in com- 
bination; 

Ca) generally soft, resilient biologically inennooresorbing 
implant panicles having a generally rough surface 
dispersed in a non-retentJve compatible physiological 
vehicle, Ihc nnicro panicles being of a generally uni- 
fonn configujaiion and being further cbaracurtized by a 
surface texture having a plurality of surface irregulari- 
ties separated by- connective members generally ran- 
domly formed therein; . 

(b) the textured particles being formed of maierials 
selected from the group consisting of silicone rubbers, 
polyieuiifluorocihylcne, polyethylene, and other bio- 
logically inert polymer maierials, and having an aver- 
age panide size generally between 60 and 3000 
microns vrilh dimensions of surface irregularities 
within the panicles being generally in a range between 
1 0 angstroms and 500 microns; and 

(c) said implaniaiion system incorporating an average 
particle $ize and average texture roughness iD,'in com- 
bination in an autogenous manner, substantially pre- 
clude migration nf said particles from an injeciion site 
nnd achieve adequate guidance of fibrob]a:its such that 
a scar tissue paoem is developed that assumes a con- 
figaraiion that is generally in accordance with adjacent 
pBTtidc suffaces, said particles thereby remaining in 
sim to form a permanent part of said implantation 
system. 
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NtfML^BK fEF- AMT CHARGE NUMBER DATE DATE YEAR EN17'1-Y? STAT NfUMBER 

5,571,182 $]»045.00 SO.OO 08/32J,S71 J 1/05/96 lD/lO/94 08 ' YES PaJ0 91052J.CCO 


Direcr any queaLions about this norice to; 
Mail Slop M Correspondence 
Director of the U.S. Patent and Trademark Office 
P.O. Box 1450 
Alexandria, VA 22313-1450 
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EXHIBIT C 


CLAIM CIL\RT 

This Chan demonsiraitss the Macroplastique® imp! anis- practice The laneuage of 
the claims. II is noted that Figiires 1-6 of US Patent 5,571,182 fairly and accurately 
represent the actual structure of the Macroplastique® particles ("Product"), and that the 
apphcation maturing into the 5,571, 1S2 patent was specifically dralled so as to disclose 
and claim the medical device to be ultimately produced and marketed by applicant 
Uroplasty, Inc, 

Reference is made to the following claim chart for specific reference to the 
correspondijig features of the Product: 


Table 1 : Claims and Support for Patent 5,571,182 


Claim 

Support 

1 . An injectable particulate implantation 
system for long-term augmeniaiion of soJl 

a) an amount of generally soft, malleable, 
clastic, biologically compatible non- . 
resorbing prosthetic panicles dispersed in a 
non-relcntivc compatible physiological 
veiiiclc, said particles being further 
charaaerized by a rough surface texture 
having a plurality of surface in-egularities 
generally randomly formed tlierein; 

b) said implantation system incorporating a 
combination of average particle size and 
average particle texture sufficient to 
cooperate in an autogenous manner to 
substantially prevent loss of said particles 
from an augmentation site, said particles 
rernaining in situ to form pan of a 
pcmiancnt implant. - .. 

Macroplastiquef® micro panicles have passed 
. ISO 10993 testing for biocompatibility and are 
made of a sofi, malleable and silicone 
elastomer material . 
Tlie particles are dispersed in - 
polyvinylpyrrolidone, 'a non-retentive 
compatible physiological vehicle,, 
Macroplastique® "micro particles are consistent 
with the particles illustrated in Figures 1, 2, 5, 
and 6 and have a rough surface texture with 
irregularities forming opening at random. 

Migration of Macroplastique® micro particles 
have not been observed in animal or clinical 
suidies. 



2. The injectable implantation system of claim 
1 being particularly characterized in that the 
range of average particle size is between 100 
and 600 microns. 

The average Macroplastique® particle size 
ranges between 30 and 3000 microns* 
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3, An injectable paniculate implantation 
systein for long-term augmentation of soft 
tissue, goinprising in combination; 

a) biologically compatible particles of a 
relatively soft, resilient non-resorbing 
materia] dispersed in anon-rctentive 
compatible physiological vehicle, the 
panicles being further characterized by a 
rough surface having a plurality of surfaces 
iiTegularities randomly formed therein and 
furtlier comprising openings or pores; 

b) 'the particles havi4ig an average particle 
si^e generally between 30 and 3000 
microns with a dimension of the openings 
formed by the pore.-? within ihe panicles 
being generally in a range between 10 
angstrotns and 500 microns, 

c) wherein the implantation system average 
panicle size and average roughness of 
texture are sufficieni in combination to, in 

. an autogenous manner, substantially 
preclude migration of the particles from an 
augmentation site such that the particles 
remain in situ to form part of the 
permanent implant. 

See support for Claim 1 ; 

See support for Claim 2. 

Openings in the micro particles are in the range 

of 10 angstroms and 500 microns. 

See support for Claim 1 . 



12. The injectable implantation system of 
claim 3 being particularly characterized in that 
the biologically inert particles are formed of 
bodily compatible solids selected from the 
gi'oup consisting of silicone rubbers, 
polytetrafluoroethylene, polyethylene, and 
other biologically inert polymer materials. 

MacroplastiqueCD micro panicles are made of 
silicone rubber, a biologically inert polymer 
material. 



13. The injectable implantation system of 
claim 12 being panicularly chai'acterized in 
that the average particle size is at least 60 
microns. 

TJie Macroplastjque® micro particle average 
size is greater than 60 microns. 



15- The injectable implantation system of 
claim 12 being particularly characterized in 
that the average range of particle size is 
between 100 microns to 600 microns. 

The average particle size of MacropIastique(g) 
n^cro particles are greater than 60 microns. 




2 • • ■ 
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16, The injectable implaniatioi] system of 
claim 3 being particularly characterized in that 
the avCTdKC particle size is at least 60 microns. 

The Macroplaslique® micro panicle average 
size is greater than 60 microns. 



17. The injeciable implantation sysitm of claiin 
16 being particularly characterized in tlial the 
biologically inerf micro particles are of a 
generally i*niform confifiuration. 

Macroplastiqiiet© micro, particles are generally 
uniform in configuration consistent with the 
micro particles illustrated in Figures 1, 2, 5, 
and 6. 



18. The injectable implantation system of 
claim 3 being particularly characterized in that 
the average particle size is between 1 00 
microns co 600 microns. 

See support for Claim 1 . 



19. A non-migratory injectable particulate 
implantation system for loi3g-term 
augmentation of soft tissue, comprising in 
combination: 

a) generally soft, resilient biologically 
inen, micro particles of a material not 
resorbed by the body dispej-sed in a non- 
retentive comparible physiological 
vehicle, the micro particles bemg further 
characterized hy a surface texture having 

" a plural ity of surface in'tgularities 
generally randomly formed therein; 

b) said implantation system having, in 
combination, an average particle size 
range and average particle texture such 
that migration from an injection site is 
substaniially precluded in an auiogejious 

-.-manner and individual particle non- 
clironic inflammatory scar tissue 
encapsulation occurs, said particles 
thereby remaining in situ to form part of 
said implantation system. 

See suppon for Claim 1 . 

See support for Claim 1 , - 
Hislopathology demonstrates encapsulation. 




3 
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20, An injectable particulaie implantauon 
system for long-term aagmentation of soft 
tissue, compnsing in cotnbinatioTi; 

a) generally soft, resilient biologically 
men nonresorbing implant panicles 
having a generally rough jiurface 
^ dispersed in a non-reiemive compatible 
physiological vehicle, the micro particles 
being of a generally uniform 
configuration and being further 
characterized by a surface texture having 
a plurality of surface irregularities 
separated by connective members 
generally randomly formed therein; 


' b) the textured panicles being formed of 
materjals selected froiTi the group 
consisting of silicone rubbers, 
polytetrafluoroethylene, polyethylene, 
and other biologically inert polymer 
materials and having an average particle 
size generally between 60 and 3000 
microns with dimensions of surface 
irregulariLies within the particles being 

- generally in a range between 1 0 
angstroins and 500 microns; and 

c) said implantation system incorporating 
an average particle size and average 
texture roughness to, in combination in 
an autogenous manner, substantially 
preclude migration of said particles from 
an injection site and achieve adequate 
guidance of fibroblasts such that a scar 
tissue pattern is developed thai assumes a 
configuration that is generally in 
accordance with adjacent particle 
surfaces, said particles ttiereby remaining 
in situ to form a permanent part of said 
implantation systexn. _ 


See support for Claim 1 . 


See support for CJaim 12, 
See support for Claim 2 
See suppon for Claim 3. 


Sec support for Claim 1 . 
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Food and Drug Administration 
Center for Devices and RadioJogicaJ Heahh 
IDE Document Mail Ceniet (HF2-401) 
9200 Corporate Boulevard 
RockviJle. Maryland 20850 

Subject: WE Submission for the Macroplastiq ue^ 5); 
To Whom It May Concern: 


Uro-plasty 

Uroplnscy. Jnc 
2725 SLonmcT Streer NE 
(Vlimiecipolis, MN 55413- 2820 
9\\ovir {S12) 37S-11S0 

f6l2J 37a-.?027 
f-moil: in/o.asci@ifroplastyccim 


>Siem 


The followinfi infoimatiou is relevaxii to this submission: ^ ■ 

Device Name: Macroplastique'" Systcjn 


luteDded Use: 
Sponsor; 


Tlie Macroplastique system is intended for the treatment of female 
stress unnarj' mcominence caused by intrinsic sphincter deficiency. 

Uroplasty, Inc. 

2718 Summer Street NE 

Minneapolis, MN 5541 3-2S20 
United States 


Sponsor Contact: 


Michael Morreil, Regulatory Maoacer 
Tel: 612-378-1 ISO 
Fax: 612-378-2027 


MiiDufacrurer: Uroplasty BV 

- fndustrieweg J 2 _ " 

5627 BS Eindhoven 
The Netherlands 

Manufacrurer Contact: Susan Hartjes Holman ' 

Td: +31-40-2926194 (The Netherlands.) 
Fax: +3 1-40-29261 96 (The Netherlands) 

Referenced Files: Applied Silicone Corporation Master File Number 645 

Jniernanonal Sp&cialry Products Drug Master File Number 78 
tauthonzf,iion from tlie Holders is included with the submission) 
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_ Macrop]a3T,que-^SysiemIDE ^ Coufidaniial 

INVESTIGATIONAL DEVICE EXEMPTION 

for the 
Macroplaslique System 


TABLE OF CONTENTS 


\ 


J. ADMIMISTRATIVE INFORMATION 6 

Device Nami? and Descripiion.... g 

Imended Use ^ ^ 

Submission Sponsor ^ 

Manufacturing Inforaiation ' g 

PRE-IDE Meetings and Submisiiions g 

Referenced FiJes.,,. ; ^- 

Relaied Submissions ^ q 

2. KEPORT OF PRIOR INVESTIGATIONS 11 

Product Chai'acierivaLion ' j j 

Introdociion 

Elasionier IxTiplant Testing.. , j j 

Mechahical /Phvsical Characterisrics .„ L!!!!.'!."!,'!."!!!!.*"^^ 1 1 

EJasiomer Iniplam Morphology 13 

EJastomer I molani Si^e DistribuTio n ! 14 

Elastomer Implani Chemical CharacierisUcs .. i n 

PVP Testing ZZZ1Z:Z^\ 2^ 

Conclusjon Z''ZZ 25" 

Pre-Clinical Studies 

d1 

ComponenL Material Carcinogenicity, Teratogenicity, md Ixnmunogenicity..,,.. 3^5 

Carcinogenicity Te.sTin<> • ^2 

Reproductive anrl no yelopmenta] Toxicity Testing , 33 

Im munoaen icilv Te^jiinp 3^ 

MacroplasLique and E2-Ge] Biocompaiibilily Tesring ! 35 

Animal Studies ° ** 

Ajiiraal Studies Describing the Local Tissue Response to Macroplastique 38 

Local Tissue Rearrinn Summary ****^ 4O 

Animal Studies Describing the Migi'atory Poteniial of PoJyteF*^ A\ 

Migraiorv Potential of Macro PlasriQue ..'. ' 45 

Macroplastique Migratio n GLP Studv In Pnrcin fi MhHpI 44 
Miaralory Potential Suninnarv \ 44 
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■ Scan;i7icnt of GLP Compliance 45 
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Female Inconunence ClJnical Experience ' 45 

Sunijnai7 of Adverse Information Reported in ihe Sciemilic Literature 5.6 

MacropJasiiquc Complaint Summary 5g 

iVfacroptastique Clinical Bibliography ; , 59 

3. INVESTIGATIONAL PLAN 62 

Saidy Purpose 62 

y Study Title \ 62 

Name and Intended Use 62 

Backgound ; ' ' 62 

MacropJas xlQue Description 6^1^^- 

- . Macroplastique Accessories 65 
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Protocol 67 

Study Design , , 68 
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Data Storage . 84 
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Potential Benefirs .86 

Potential Risks gg 
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Labeling 92 
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]RB Information.- 93 
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Public Health Servic6 


Food and' Drug AdiTiinisiraiion 
9200 Corporate Boulevard 
Rockvllte MD 20850 


Mj, Michael Morrel], T-lAC. CQE 

RegMlaiory Ivjajiager 

iJroplasiy, Inc, 

271 8 Summer Sueet NE 

M]jinEiapo I is, Minnesota 55^1 3-2820 


Re: G99015Q/S] 

MacropJasiique* System 
Dated: August 24, 1999 
Received: August 25, ] 999 

Dear Mr. MoiTe]t: 


The Food and Di'ug Administration (FDA) has reviewed the sapplemeiit to your mvestigaiional 
device exemptions (IDE) application. You have con*ected ihe deficiejicies cited in our July 30, 1999, 
condiiioiial approval letter. 'JTierelbre, your application is approved and you may continue your 
investigation at the institutions enrolled in accordance witli the investigational site waiver grafnted in 
our July 30 lener, amended here to reflect 2 additional site:^. Your investigation is limited to 
8 institutions and 260 subjects. 

We would like to point out that FDA approval of your IDE supplement does noi imply that this 
investigation will develop sufficient safety and effectiveness data to assure FDA approvaJ of a 
preinarket approval (PMA) applicaiion for tliis device. You may obt&in the guideline for tiie 
preparation of a PMA application, entitled "Premavket Approval (PMA) Jvlanua!," from the Division 
of Small Manufacimcrs Assistance at its toil-free number (800) 638-2041 or (301) 443-6597.- 

If you have any questions, please contaci Ms. Nicole L. Wolanski at (301) 594-2194. 

Sincerely yours,^ . 

CAPT Daniel G. Schultz, M.D. 

Acting Director, Division of Reproductive, / 

Abdominal, Ear, Nose and Throat> . . 

and Radiological Devices 
Office of Device Evaluation 
Center for Devices and Radiological Health 


\ 
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Vroplasty 

Urop]ciic\\ inc 
2^13 Sttrnmer Streei NE 
Mnrneopolis. MN 5S413-2820 
Phonij: (512; 378- i ISO 
Fax (512j37S-2027 
f-maii. injo.usn@urop]astycom 


.lajiiiifi Morris 
Branch Chief 
Urology and Lithrorripsy Devices l^ranch 
Office of Device EvSluauon 
Ctnicr for Devices and Radiological H^fllih 
Food and Drug Adminisirarion 
9200 Corporals Blvd. 
Roclcville. MD 20850 
Vhone: 1-301-594-2194 

Regarding: Original PMA Submission /or Macroplosrigue® Implan/s 
Dear M$. Morris: 

Uraplasiy, Inc. is submjtuiig ihis original premarkc[ approval appkcaiion for Macroplastiquc 
implani.s, «n injecLable bulking agent Lniended for use in treating female stress urinary 
incoininence or SUJ. Tht pivotal clinicjil study of Macroplastique was initialed on January 7, 
2JD00 (dale of first liriplanLaxion) and was conducted at 12 sites located ia the Uiiited States and 
Canada under an approved investigational device exempuon, IDE G&90150. * 

7'he sponsor of ihts PMA is Uroplasty, Inc. loca.t.ed in Minneapolis, Miiirjescita The Uroplasty, 
Inc. ofHce is tlie corporfite headquarters of Uroplasiy and The: \location' where the 
poiydimetJiyisiloxane comporieni of Macroplascique is tnanufactuied. The US fftciUty will be 
availableTor inspection fifter May 1, 2005/ The naiTie and address of the United States faciliry is 
as follows. 


\ 


iJroplasty, Inc. 
271 S Sum.mer Street NE 
Minneapolis, MN, 55413-2820 
United States 


i 
\ 

k 


Uroplasty, Inc. (Unlwd States) owns and operates a manufacturing facility locaied In the city of 
Eindhoyen in The Netherlands. The Uroplasty BV office in Eindhoven serves as the production 
fac.hQ' for Macroplasiique. The Eindhoven faciliiy will be available for inspection after May I.'- 
2005 and is located &r the following address- 

Uroplasty BV 

Lidustrieweg 12 ' 
5627 BS Eindhoven 

The Netherlands • ■ U , . ' 

f«°^'"M'!i^ l"^'" the PMA Submission for Macroplasiique Implants. It Is divided into 

Mod ir B i Manufacturing Module, Nonclinical Module and Uie Clinical 

ieirr P comprises one or more volume.*?, as shown in the table at ttie end of this 

examoie -3''2r^''^''"® '"^'^"'^ followed by a sequential page number (for 

P . i-ii IS page 23 of module 3) Similsirly, attachment numbering shows the module 
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Macroplasiique PMA Submi.>=.ion Cover Lcctcr 
Deccinber2i, 2000 
Pa^^e 2 of 2 


nninbe.r followed by a sequenligj anachmem number (for cKajiiplc; actfichjnent 3-12 is the 12*" 
iitiacKmeni to Module 3). 

The existence, of this PMA and the data and other information thai it contains are oonfidentiaJ. 
and pjoiecTion afforded Co such confidential information by 18 USC J 905^21 USC 331 Q\ 5 USC 
552, and other applicable laws is hereby claimed 

This is the rust markeimg applicaiion ever submitted by Uroplasty, Inc. As s\jch, it 

qualifies for a waiver of the si-andaicl PMA review fee. A compleced copy of the Medical Device 
User Fee Cover Sheet (Form FDA 360J) generated by \hc CDm website follows thi:; cover 
letter. In order lo assist with the filing review, a copy of tlie PMA filiag checklis! identify ing the 
location ofall required PMLA elements also follows This cover letter 


I have enclosed 12 copies of this submission iacludLjig 3 original signed copies. Tlie origitial 
:iigued copies include 1 CD Rom in the iniroductory moduJe containing the patiem labeling and a 
second CD Rom in The clijiicaJ module containing the clinical $tudy raw data. If there are any 
questions regardinft the iiiforination provided in this submission, pbase contact me ar the address- 
below. Thank you for your review of dnis submission and T look forward to working with you in 
ilie months 3 head. 


\ 


SiuCfcriily, 

llROPLASjy. INC. 

MiLhae] Morreil, RAC 
Director of Regulatory Affairs 
Tel- 612-37S-llfiO£xt. 227 
F2IX.. 612-.378-2027 

E-ruail. mike.morre|]@uroplasiy.com 


Attachments. Medical Device User Fee Cover Sheet (Copy) 

PMA Filing Checklist completed by Uroplast>', Inc. 


Encloyures: . PMA Application As Described in the Table Below: 


PJVLA Module 


Introductorv Module 
Manufactur ing, Modu le 
Noncljnicai Module 


._Clinicai Module 


Number orVoluuies 


Number of Copies 
_(Iucludes 3 Signed Originals) 


L2 


12 . 


12 


12 
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Uroplasry, Lie. 

PMA applicaiion; Wacropbsnque** Implanis 
Master Table of Conienu 


Master table of contents 


\ 
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MODULE 1: INTRODUCTORY MODULE 

ADMlNl-STRAjrVE INFORM AllON 
Device Trade Name 

FDA Classification Name and Product Code 

Intended Use 

PMA SubmiVLcr 

Company Description 

Manufacturing Faciliiy biloTTnation 

Environmeni Asisessmeni 

Righi lo Reference Master Files 

Trade Sccrci or Confidenlial Information 

Pre-PMA Meeting Summary 

PMA EXECUTIVE SUMMARY 
General Device Descriprion 
Detailed Device Description 
Intended Use 
Principles of Operation 
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Fcbmaiy 0, 2003 


2/:iS Summer Street N£ 
KUnneQpo]\s, hAN 55413-2S2C 
Pho.ifi. (612) 278-1180 
Fox: (612) S7S-2027 
e-mail in/o.usaiSuropInsiy.coni 


.Icuiioe Morris 

Chief. UroJogy and Litlaoiripsy Devices Branch 
Division o/Rcproduciivc, AbdojnijiaJ, and RadiologicijJ Devices 
Office of Device EvaJuaiion 
Ceniej* for DeviC£:s and lladiologjcal ]i&^\xh 
Pood ajjd Drug/idmrnisuaiion 
9200 Corpora Le BouJevard 
Roclcville, MaryJand 20S50 

Rftsnrdins', Gd901 50 (Macroplastiqoc^' System) Site Update 
DearM.s. Mo)*/is. 

This siipplemeni refiards ymr July 30, 1999 IDE condjiionaJ approvaJ and Sepieinbej J6 3999. IDE 
approval kuers aJJowing UropJasiy lo conduci em IDE srudy for die Macroplasijque Sys(cn). Tbe July 30 
1999 \^t\.^r contau^ed y site waiver diai requires IJropJasty to provide specific infomiauon about die 
invcviiganonaJ snes ai <iix monxh Lniervais. Pursuajii to ihis siie wajver, Uropja^jty would Jike to provide the 
iiummary ol invesdgaiiona] sives Jisied in Attaclii^ieni 1 . 

Pjii-oibnem for ihc sludy was coropltiicd m Ttbrunxy 2003. A PMA AppJicalibn 'for' MacropJastique 
mcorporaiingtbe G9901 50 IDE siudy resulis wa^ submitted to the FDA on Decemher 21. 200^ and assjgoed 
dnc c-lociuiieni conirol number P040050. Tl^e 24-mojidi sijrveiJJa^ice ann for Macroplastique pmie^ics is sriJJ 
ongoing ajid is expected to be conipleied ijround July 2] ^ 2005. 

The Jjsrmg of siies iJiat folJow.<j m Attaclmcnt 1 is ideniicaJ to tJie site li^tiiig tJiat appeai's in the 2004 ar^ocai' 
progress rcpon. Smce er^oJlment fur the smdy was completed in 2003, Uropla^iiy does not e-xpeci iJie site 
li.siuig to ciiange for the rcjnalDder of ihe study. 

Please do not hesitate to contact me should you have any questions or coirurienis about tl^is supplemeiji. 
Sijicerely, 

UllOPLASTy,ljNC. 




MicJjael Morrdl, RAC 

Director of Regtilatory Affairs 

Tel: 61 2-378-1180 Exi, 22? 

Fax: 6]2-378'2027 

E-maiJ: mike.morreUrSurQplaiNTv.coni 


\ 


Anachmeni ] Summary of Invesn'gational Sites 


\ 
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Food and Prug Adrnlnifitrmion 
9200 Corportito Boulavard 

OCT 3 0 2005 "^"^'"^ ^ 

Mr, Micliac] Monell. RaC 
Direcior of Refiulaiory AiTalrs 
Urppla^ty, Inc. 
27 1 8 Su4:nmer Street; N.E. 
ls4IKNEAl^0US MM 55413 


^ "Re: P0400SO 

Macroplasljque® Implants 
Hied: December 22, 2004 

AmiSiridcd: Fcbiuary 28» Mai^di 4, and Sepiembcr ] 6, 2005, and 

March 1 6, August 29, and Sepltmb^r 19, 2006 
Procode; INM 

DcarMr. MoiTcll: 

tlie Cen-ttDT Tor Devices and Radiological Health (CDRH) of the Food and Dnig Administraiioti 
(FDA) has completed its review of your p-fcrnarket approval applicaiion (PMA) for Macroplasiiqxjc® 
Implaals. This d.evjce is indicated for tronsurcthral injecrion in the tre'atmcnl of adalt woinen 
(liagnosed with srress urinary incotitineiice (SUI) primarily due to iuJjinsic sphhicier deficiency 
(ISD). We are pleased to inform you tli^l the PMA is approved. You may begin commercial 
distribution of ihe device in accordance with the condicioxifi described below and in the "Conditions 
of Approval" (enclosed). 

\ The sale, distribution, and use of this device are restricted lo prescription use in accoidance with 21 

cm 801 . 1 09 within the iheamng of section 520(e) of the Federal Food,. Drag, and Cosmetic Act (tjhe 
aci) under tJie amhoriTy of section 51 5(d)(l)(B)(ii) of the act- FDA h^ also determined ihal, to 
ens\u*e the sate and effective use of ihe device, the device is further restricted within die meaning of 
section 520(e) uudi^r the authority of section 515(d)(l)CB)(ii), (1) insofar as the iabeljng specify ihe 
rcquircsnents That apply lo ihetraining of practitioners who may use the device as approved in this 
order, and (2) the sale, disiribution, and use must not violate sections 502((j) and (r) of the aci. 

In addition lo the postapproval requireTnenis outlijied in thti enclosin-e, you have agreed to provide 
\ ihe following data in a postapproval report: 

/' 

Results of a 5-vear registry: This registry will enroll a minimuin of 275 patients and follow 
them for 5 years per the protocol submitted in Amendment 6 (received on September 1 9, 
2006). The objectives of this folJow-up are to evaluate the long-leim safety and effectiveness 
of Macropla^tique® Implants (e.g., durabDity of the treatment effect, the impact of 
lecreacmeni). Repoiis will be submitted cveay 6 months for the fij-si 2 years following PM a 
approval, and annually thereafter. . 


I. 


\ 
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Page 2 - Mr. Michael MorredJ 


2. Results pf a ftnhnnre^sL^^^iHance prognmi: For the fm;t 2 years foUowing PMA 

^^l^rgvaJ, you "wil] cuudaci an entuMQced surveillance program to actively solicit adverse event 
infonnaticaj related to tlie use of Macrroplastique"^ Imphnts. This program consists of 
quarterly contact with U.S. physicians using Macroplasdque'^ Iropkint^, Reports will be 
SUbmiued every 6 moiiLh$ for (he first 2 yea rs following PMA approvai, 

ExpirBtioii dating for this device has been estabHsl^ed ajid approved at 2 years, litis is to advise you' 
that the protocol you used to esiabliah this expiration dating is cotisidered an approved protocol for 
the purpose of extending the expiration dating as provided by 2] CFR 814.39(a)(7). 

CDRJH does not evaluate informatioDi related lo conljaci liability Vi-oiranties, however you should be 
a\vare that auy sruch v/ajr£Uiiy stniements inusc be truttflil, accurate, and not misleading, and nau^t be 
consistent witli apphcahle Federal and State laws. 

CDRH will notify tie pubhc of its decision to approve your PMA by making available a summary of 
the safety and effectiveness data upon which ibe approval is based. The information, can be found on 
the FDA CDRH IntfnrietHQmePage located at http://wvhArida.gOv/c Written 
requeets for this informatioai can also be made to the Dockets Majiagemeni Branch, (HFA-30S), Food 
i3Dd Drug AdminiscratiDn, 5630 Fishers Lane, Rm. 1061, RockviUe, MD 20852. The written request 
should include the PMA number or docket ninnber. Wiihin 30 days from the dme that this 
information is placed on the Internet, any interested person may seekireiview of thi£ dtjcieion by 
rtqucsiing an opportunity for adaximisirative review^ either through a hearing or review by an 
independent advisory connruittee, under section 515(g) of the Federal Food, Drug, and Cosmetic Aa 
(ihc act). / 

Failure to comply wiih any poscapproval requiremeut constittJtes a groimd for wiihdrawal of approval 
of a PMA- Comrpercial disicibution of a device thar is not tu compliance with these conditions is a 
violation of die act. . : . :v - - ..v-^ 

You are reminded, that, as soon as possible and before coimnercial distribution of your device, you 
must submit an anaendment to diis PMA submission with copies of all approved labeling in fmal 
printed form. The labehng will not routinely be reviewed by FDA staff when PMA applicants * 
include with their submission of the final prinied labeling a cover Jotter stating that the final priitied 
labeling is ideuticaJ to die labelmg approved in drafl form, If the iinal printed bbcling is not 
identical, any changes from the final drafl labeling should be highlighted and explained in the 
amendment 


\ ... . 

. i. ■ . / 
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rage r-i - Mr. Michael MoirelJ, RAC 

All required docuracals daould be mba^itted in iripUcale, unless otberwist specified, lo the 
address lielow jvad should reference tte above PMA number lo facilitaie puDcessiug, 


P'MA Documeui Mail Center (HFZ^401) 
Center for Devices and Radiological Healrli 
Food and Drag Admiiiistraldon 
9200 Corporale BlvcL 
Roclcvil]e, Maryland 20850 


If yot] have scny questians concerning ttiis appioval order, please con'lact Mr John 
(301)594-2194. 


Sincerely yours, 



\ 


Director, Division of Risiproductive, 
Abdominal, and Radiological Dcvic;©? 

Office of Device Evaluation 

Cetiter for Dt^vices and 
Radiological Health ■ 


Eficlosurc 


\ 


\ 
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Lasf Modified: JO-lS-06 

CONDITIONS OF APPROVAL 

yREJV^AgKET APyROVAT AJPPUCATTON fPMA) SWPL RiynSNT. Before maldpg any 
change affectrng the safety or effecuveness of ihe device, submit a PMA supplement for review 
and approval by FDA unless the change is of a type for which a "Special PMa 
Stipp]emeiit-amges Being Effected" is permitted under 21 CFR 814.39(d) or an alternate 
submission IS peniuttedmaccotdancewiiii 21 CFR 814.39(e) or (1=). A PMA supplemem or 
alierotice subirussion shall comply %vith applicable requirciTienis under 21 CPR 8 H 39 of tlie final 
rule for Premarkel Approval of Medical Devices. 

All sil-uaiions that require a PMA supplement cannot be bn'efly sonamaHzed; therefore, please 
consult the PMA reBulation for ftirther guidance. The guidance provided below is only for 
several key instances. 

A PMA supplement must be submitted \vhen nnanricipated adverse effects, increases in the 
\ incidence of auHcrpated adverse effecii!, or device failures necessitaie a labeling, manufacrarine, 

or device modification, • 

/ 

A PMA supplement must be submitted if tlie device is lo be modified md the modified devitse 
should be subjected to animal or laboratory or clinical testing designed to determine if the ' 
modified device renjains safe and eiTective. 

^ "Spgffiaj PM A Supplement - Chanees Being FfFected" is limited to the labeling, quality comrol 
^ and manufacturing process changes specified under 21 CFR 8 14. 3 9(d)(2); "it allows for the 

addition of, but noi the replacement of previously approved, quahty control specifications and ■ 
test mtihods. These changes may be implemented before FDA approval upon acknowledgmem ■ 
by FDA thai the submissiou is being processed as a "Special PMA Snpplemeni - Changes Being . 
Effected." This procedure is not applicable to changes in device design, composition, 
specifications, circuiuy, software or energy source. : 

Aliemate submissions permitted under 21 CFR 814.39(e) apply to changes that otherwise require 
approval of a PMA supplement before implementation of the change and iJaclude the use of a 
\ jO-day PMA sttpplen^nt or annual nostap proval report rs.se below) . FDA must have prcvious.1y 

indicated in an advisory opinion to the affected industry or in correspondence wjth the applicant / 
that the alternate submission is permiiied for the change. Before such can occur, FDA and the 
PMA app)icant(s) involved must agree upon any needed testing protocol, test results, reporting 
fortnatjinfornuition to be reported, and the alternate submission to be used. 

Alterpfltesubmissioias pprmitted under 21 CFR 814.39(f) for manufacturing process changes 
mclude the use of a 30-day Notice. The manufacturer may disuibute the device 30 days after the 
^ dote on which die FDA receives the 30-day Notice, unless the FDA notifies the applicant within 

30 days from receipt oflhe notice that the nodcc is not adequate • 


pu&c ] ■ T"". - 
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PQSTAPPROVAL Rj^x'ORTg. Continued npproval of this PMA is contingem upou rJie 
submission ol poscappiwfl] reports required .mder 21 CFR gH.84 ai iniervaJs of ] year from the 
dire of approvaJ of The origmal PMA. PosibppiovaJ reports for stippltnieuts approved under the 
ongmaJ PMA, if applicable, aic lo be included in the next arid subsequent sxmml reports for tJie 
ojjgmal PMA mJess specified otherwise in the apptovjU order for the )>\t\ supplement Two 
cops idcntififid as .'lAuaMRgECa: aJid bearing t]-.e applicabJe PMA refereoce nwjber arc to be 
submitted to the ?MA DocumeDr Mail Cemer (HFZ-401). Centex for Devices and RadioJogicaJ 
Hcalda, hood and Drug Administration, 9200 Corporate Blvd., Rodcville, Maiyjand 20JJ50 The 
posupprovaJ report shaU indicate the beginning rmd eading date of the period covered by the 
repon and shaD include the lollowinE information required by 2i CFR 814.S4: 

1 . Identification of changes described in 2] CFR 8H.39(a) and changes required lo be 
reported to FDA under 21 CFR 8 1 4,39(b). 

.2. BibliogTdphy and stujunary of the followine infonnacion not previously submitted 
OS part of the PMA and that is known lo or reasonably should be known to the 
applicant: 

1 

a. unpublisbed reports of daia from any clinical investigations or Aonclinical 
laboratory studies involving jJie device or related devices ("related" devices 
include devices which are tlie same or substantially similar lo the applicant's 
device); and ,7,. 

b, reports in the scientific literature concerning tlie device. - ■■ — 

If, after reviewing the bibliography and summary. FDA concludes that agency review of one or 
more of the obove reports is required, the applicant shall submit two copies of each identified 
repon when so notified by FDA. 

ADVERSK REACTION AM I) DEVICE DEFECT REPORTINt^ As provided by 2 1 CFR 
SH;S2(a)(9). FDA has deiemained that in order 10 provide continued reasonable assurance of the 
safety and effectiveness of the device, the applicaai sbaU submit 3 copie s of a wiiucn repon 
identified, as applicable, as an "Adverse Reac tion Renort " or " Device Defect Rflp n ^ " to the PMA 
Document Mail Center (fiFZ*401). Center for Devices ajid Radiological Health. Food and Dmg 
AdrmiDistration, 9200 Corporate Blvd, Rocfcville, Maryland 20850 within 10 days after the 
applicant receives or has knowledge of information concerning; 

• '.'^ . ~ .. ' 

1. A inix-up of the device or its labeling with another article. 

2, Any adverse reaction, side effect, injary, loxicity, or sensitivity reaction that is 
attributable to the device and; . t;^,:... 

, . -t ■- ' 

a. lias not been addrcfised by ihe device's labeling; or 

b, has been addressed by the device's labeling but is occurring with unexpected 
severity or frequency. 


page 2 

PAGE 55/6rRCVDAT9l1P07 12:03:24 PM [Eastern DayOghtTirne]'SVR:USPTO{FXR^^^^ 


SEP-1B-07 


10:02AM FROM-Kagan Binder, PLLC 651 351 2954 T-917 P. 056/062 F-967 


3. Any sigiiincant chermcaJ, physical oi oiler change or detftiioiaiion in ihe device, or any 
laihirc of the device to uwei the speciticaiioiis established in Uie approved PMA thai 
coiJldjiot csnsc or cowi hute to death or serious iajuiy but are not correcUbJc by 
adjustmenxs oi oiher msmitmmct proceduics described m ihe approved labeling. The. 
repon shall Jiidude a discussion of the appUcani's assesiment of tlic change. 
• dctenoranoii or fajjive and any proposed or impleinenxcd correcnve ucUdd by tlie 
appHcjuii. Wlicn such eveuti are correctabJe by adjusunenis or other majnienance 
procedures described in tJie approved labeling, all such events known to the applicant 
sliall be uiciuded m the Annual Report described wder "Posiapproval Repons" above 
unless specified oiiierwisc in die conditions of approval to ihis PMA. This postapproval 
report shall appropriately categoiize these events and include the number of reported 
and o^her^V3se known instances of each category during the reporting period. AddidonaJ 
information regarding die events discussed above shall be submined by The applicant 
when determined by FDA to be necessary to provide continued reasonable assurance of 
the safety and cfTectiveness of the device for its intended use.' 

REPO RTING TJNPyR TtlE MRDTCAL DEVICE REPORTING fMnrt^ REGULATION 
Ihc Medical Device Reporting (MDR) Regulation became effeaive on December 13, 1984. 
This regulation was replaced by die reporting reqiurements of The Safe Medical Devices Aci of 
1990 which became effective July 31 , 1996 and requires diat aJl manufacturers and importers of 
medical devices, intruding in vitro diagnosiic devices, report to the FDA whenever they receive 
or otherwise become aware of inlbimatioii, from any source, that reasonably suggests thai a ' 
device marketed bythe manufacturer or importer: ' , ... - 

1. May have caused or contributed to a death or serious injury; or 

2. Has malfiinctioned and such device or similar dgvicg mftrirfr'?d by The 
manufacturer or iroporler would be likely to cause or contribute to a death or 
serious injury if the malfunction were To recur. • ' 

The same events subject lo reporting under tiac MDR Regulation' may also be subject ro tlte 
above "Adverse Rfjaciion and Device Defect Reporting" requiremeats'lja the "Conditions of- 
Approval" for this ?M A. FDA has determined that such duplicative reporting Is umTecessary. ' • 
Whenever an event involving a device is subject to reporting under botii the MDR Regulation 
and The "Conditions of Approval" for a PMA, the manufacturer shall subtnitthe aoDropriate " 
renorts reouioied bv the MDR Regulation within the time frames as idontified in 21 CFR 
803. 1 0(c) using FDA Foim 3500A, i.e., 30 days after becoming aware of a reponaUe death, 
serious injiuy, or malfimciion ns described in 21 CFR 203.50 and 21 CFR 803.52 and 5 days ' 
after becoming aware that a reportable MDR event requires remedial, action to prevent an 
unreasonable risk of substantia) harm to the public health. The manufacturer is responsible for 
submitting a baseline report on FDA Form 341 7 for a device when the device model is first " ' ' 
reported under 21 CFR 803.50. This baseline report is to include the PMA reference number. 
Any written repon and its envelope is to be specifically identified, e.g., "Manufacturer Report," 
"5-Day Report;' "Baseline Report etc. 
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.Viy written report is io oe submitted to: 


\ 


\ 


J^'ood and Drug Administration • ' 

Center Jor Devices and RadiologicaJ HeaJtb 
Medical Device Reporting 
PO Box 3002. 

K.ockviUE, Maryland 20847-3002 
/Additional inforaiauon on MDR is available at hnp://www,fda.gov/cdrh/dRvwdvice/35 1 JiTtnl 
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PATENT APPLICATION 
OUR PILE NO. 910521. ceo 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Re App : Robert A. Ersek et al 

i March 29, 1996 

S. N* : 08/321,571 

: Art unit 3308 

Filed s October 1994 , , ^ 

: Examiner D- Brittingham 

For : TEXTURED MICRO IMPtANTS 


\ 


\ 


The commissioner of Patents and TrademarJce 
Washington, D. C- 2 0231 

Sir: 

Your petitioner, UROPLASTY, INC., with principal offices 
located at 2718 Summer Street N.E., in the City of Minneapolis, 
county of Hennepin, State of Minnesota, represents that it is the 
Assignee of the above- entitled patent application as evidenced by 
mesne assignments recorded in the U. S. Patent and Trademark Of f ice 
and as detailed known ae Certificate under 37 c.P.R. § 3,73 (b) 
\, submitted herewith. Your petitioner, OROPLASTY , ' INC . , hereby 

disclaims the terminal part of any patent granted on the above- 
identified application, which would extend beyond the expiration 

date of U- S. Patent No, 5,258,028 and hereby agrees that any 

i.. 

patents so granted on the above- identified application ehall be 
enforceable only for and during such period that the legal title to 
said patent shall be the same as the legal title to U; S. Patent 
No. 5,258,028 Under 35 U.S.c. 120. This agreewent to run with any 
patent granted on the above- identified application and to be 
binding upon the grantee, ite successors or assigns. 

In making the above Disclaimer, Petitioner does not disclaiiti 
the terminal part of any patent granted on the instant application 
that would extend beyond the expiration date of the full statutory 
term as defined in 35 U.S.C. 154-156 and 173 of the above- 
referenced patent 5,258,028 in the event that that .patent expires 
for failure to pay a maintenance fee, is held unenforceable, is 
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found invalid by a court of competent jurisdiction, has all claims 
canceled by a rGaxanination certificate, is reifisuad, or is in any 
manner terminated prior to the expiration of its full statutory 
term. , 

IN WITNESS WHEREOF, I have hereunto set ray hand and seal this 


UL ^ay Of /^^^ 


1996, 


/ 


UROPLASTY, INC- 



Attest: 



\ 


7 


\ 


\ 


\ 


/ 


\ 
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PATENT APPLICATION 
OUR FILE NO. 910521. ceo 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Re App ; Robert A, Ersek et al 

S.N. : 08/321;571 : March 29, 1996 

Piled : October 10, 1994 : Art Unit 3308 

For : TEXTURED MICRO IMPLANTS : Examiner D. Brittinghain 


\ 


CERTIFICATE UNDER 37 C*F.R. § 3.73(b) 

UROPLASTY, INC., a corporation of the State of Minnesota, 
certifies that it is the assignee of the entire right,- title- and? 
interest in the patent application identified above by virtue of 
either: 

A. [ ] An assignment from the inventor (s) of the patent. 

application identified above.- The. assignment . was 
recorded in the Patent and Trademark'Of f ice at 

Reel , Frame , or for which a copy 

thereof is attached. 


OR 


\ 


B* [X] A Chain of title from the inventor(s), of the 
great-grandparent patent applications S.N. 
07/282,671, filed December 12, 1988, now 
abandoned, to the current assignee^, as shown below: 

1. An assignment of the great-grandparent application 
S-N- 07/282,671, filed December 12; 1988, from 
Robert A. Ersek, Arthur A* Beisang, Arthur A, 
Beisang, III, to Bioplasty, Inc. The document was 
recorded in the patent and Trademark Office on 
February 2, 1990 at Reel 5249, Frame 0014-0016, 
for which a copy is attached • 

2. An assignment of the grandparent piatent: 
application, S.N. 07/714,273, filed June 12 , 1991, 
which is a continuation-in-part of 07/282^671, in 
the name of the same three inventors, Robert A. 
Ersek, Arthur A, Beisang, Arthur A. Beisang, III, 
from Uroplasty, Inc., back to the" three ihvehtbrs, 
recorded October 1, 1992 at Reel 6294, Frame 0390- 
0393, for which a copy is attached: ^ " 
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3. An assignment from the inventors, Robert A. Ersek, 
Arthur A. Beisang, Arthur A- Beisang, III, of the 
grandparent application, S.N. 07/714^273, filed 
June 12, 1991, (continuation-in-part of 
07/714,273) to Uroplasty, Inc., recorded October 
3, 1994, at Reel 7153, Frames 0990 and 0991, for 
which a copy is attached. 

4. An assignment from Bioplasty, Inc.,' to uroplasty, 
Inc., of any interest of Bioplasty, Inc., in the 
great-grandparent application, S.N. 07/292,671, 
and any other applications in the chain to 
Uroplasty, Inc., of even date with this 
Declaration and which has been submitted for 
recording at the present time. 

5. Additional documents in the chain of title are 
listed as follows: 

a) Continuation-in-part application filed June 
12, 1993 as S.N. 07/714,273, which is a 
continuation-in-part application of 
application S.N. 07/282,671,' filed December 
12, 1988, now abandoned; 

b) Continuing application (of s.tJ. 07/714 , 27.3 , , 
Pat. 5 258 028) under 37 C.F.Ri § 1.60 dated 
April 22, 1993, S.N. 08/052 , 414 ; and " 

c) File Wrapper continuing application (FWC) 
under 37 C,F-R- § 1.62 dated October 19, 
1994, S.N. 08/321,571 (of S-N- 08/052,414, 
Pat- 5 258 028) . . , 

The undersigned has reviewed all the documents in the. chain of 
title of the patent application identified above and, to the best 
of undersigned's knowledge and belief, title is in. the assignee 
identified above. . 

The undersigned (whose title is supplied below) is empowered tio 
act on behalf of the assignee. 

1 hereby declare that all statements herein of my own knowledge 
are true, and that all statements made on information and belief 
are believed to be true; and further, that these statements are 
made with the knowledge that willful false statements, and the 
like so made, are punishable by fine or imprisonment, or both, 
under Section 1001, Title 18 of the United States Code, and that 


/ 
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3uch willful false statements may jeopardize the validity of the 
application or any patent issuing thereon. 

Date; Af^"- f , 1996 UROPLASTY, INC. 


/ 
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